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1 . A compound for modulating tyrosine kinase activity of Formula I, 




or a pharmaceutical^ acceptable salt, hydrate, or prodrug thereof, wherein, 

R 1 is C1-C3 alkyl optionally substituted with between one and three R 50 substituents; 

R 2 is selected from -H, halogen, trihalomethyl, -CN, -NH 2 , -N0 2 , -OR 3 , -N(R 3 )R 4 , 
-S(O) 0 - 2 R 4 , -S0 2 N(R 3 )R 4 , -C0 2 R 3 , ~C(=0)N(R 3 )R 4 , -N(R 3 )S0 2 R 4 , -N(R 3 )C(=0)R 3 , 
-N(R 3 )C0 2 R 4 , -C(=0)R 3 , optionally substituted lower alkyl, optionally substituted 
lower alkenyl, and optionally substituted lower alkynyl; 

R 3 is -H or R 4 ; 

R 4 is selected from optionally substituted lower alkyl, optionally substituted aryl, 
optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and 
optionally substituted lower heterocyclylalkyl; or 

R 3 and R 4 , when taken together with a common nitrogen to which they are attached, form 
an optionally substituted five- to seven-membered heterocyclyl, said optionally 
substituted five- to seven-membered heterocyclyl optionally containing at least one 
additional heteroatom selected from N, O, S, and P; 

q is zero to five; 

Z is selected from -OCH 2 -, -O-, -S(0)o- 2 -, -N(R 5 )CH 2 -, and -NR 5 -; 
R 5 is -H or optionally substituted lower alkyl; 

M 1 is -H, Ci-C 8 alkyl-L 2 -!. 1 - optionally substituted by R 50 , G(CH 2 ) 0 - 3 -, or 
R 53 (Jt 54 )N(CH 2 )o-3S wherein G is a saturated five- to seven-membered heterocyclyl 
containing one or two annular heteroatoms and optionally substituted with between 
one and three R 50 substituents; L 1 is -C=Q- or -SQ 2 -; L 2 is a direct bond, -O-, or - 
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NH-; and R 53 and R 54 are independently Q-C3 alkyl optionally substituted with 
between one and three R 50 substituents; 

M 2 is a saturated or mono- or poly-unsaturated C3-C14 mono- or fused-polycyclic 
hydrocarbyl optionally containing one, two, or three annular heteroatoms per ring 
and optionally substituted with between zero and four R 50 substituents; and 

M 3 is -NR 9 -, -O-, or absent; 

M 4 is -CH 2 -, -CH2CH2-, -CH2CH2CH2-, or absent; 

R 9 is -H or optionally substituted lower alkyl; 

R 50 is -H, halo, trihalomethyl, -OR 3 , ~N(R 3 )R 4 , -S(O) 0 - 2 R 4 , -S0 2 N(R 3 )R 4 , -C0 2 R 3 , 
-C(=0)N(R 3 )R 4 , -C(=NR 25 )N(R 3 )R 4 , -C(=NR 25 )R 4 , -N(R 3 )S0 2 R 4 , -N(R 3 )C(0)R 3 , 
-NC0 2 R 3 , -C(=0)R 3 , optionally substituted alkoxy, optionally substituted lower 
alkyl, optionally substituted aryl, optionally substituted lower arylalkyl, optionally 
substituted heterocyclyl, and optionally substituted lower heterocyclylalkyl; or 

two of R 50 , when taken together on the same carbon are oxo; or 

two of R 50 , when taken together with a common carbon to which they are attached, form a 
optionally substituted three- to seven-membered spirocyclyl, said optionally 
substituted three- to seven-membered spirocyclyl optionally containing at least one 
additional heteroatom selected from N, O, S, and P; and 

R 25 is selected from -H, -CN, -N0 2 , -OR 3 , -S(O) 0 . 2 R 4 , -C0 2 R 3 , optionally substituted 
lower alkyl, optionally substituted lower alkenyl, and optionally substituted lower 
alkynyl. 

2. The compound according to claim 1, wherein M 3 is -CH 2 -. 

3. The compound according to claim 2, wherein Z is -NR 5 -. 

4. The compound according to claim 3, wherein R 1 is CH 3 -. 

5. The compound according to claim 4, wherein 

( r2 )q of I is selected from: R 2a and~*r^^ R2b , wherein R 2 * is 

selected from -H, F, CI, and Br; and R 2b and R 20 are each independently selected from F, 
CI, and Br. 
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6. The compound according to claim 5, wherein M is a monocyclic five- to seven- 
membered heterocyclyl or a five- to six-membered heteroaryl, each optionally substituted 
with between one and three of R 50 . 

7. The compound according to claim 6, wherein M 2 is selected from the group 
consisting of morpholinyl, thiazolyl, oxadiazolyl, tetrahydropyranyl, and oxazepanyl, 
each optionally substituted with between one and three of R 50 . 

8. The compound according to claim 7, wherein M 1 is selected from the group 
consisting of -H, dimethylaminomethyl, (4-methylpiperizin-l-yl)methyl, piperidinyl, 1- 
methylpiperidin-4-yl, morpholin-4-ylmethyl, and phenylmethyl. 

9. The compound according to claim 8, wherein 




10. The compound according to claim 5, wherein M l is either a three- to seven- 
membered saturated carbocyclyl or a heterocyclyl with one or two annular heteroatoms, 
wherein the either of the aforementioned are optionally substituted with at least one of Ci- 
C 3 alkyl, Ci-C 3 alkoxy, C1-C3 hydroxyalkyl, R 10 (R U )N-, and hydroxy, provided there are 
no geminal heteroatom substitutions; and wherein R 10 and R 11 are each independently Ci- 
C 3 alkyl. 

11. The compound according to claim 10, wherein 




12. The compound according to claim 1, wherein M^M^M^M 4 - together are 
according to formula II; 




n 
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wherein X 1 , X 2 , and optionally X 3 , represent the atoms of a saturated bridged ring 
system, said saturated bridged ring system containing up to three annular 
heteroatoms represented by any of X 1 , X 2 , and X 3 ; wherein, 

each X 1 is independently selected from -C(R 6 )R 7 -, -O-, -S(O) 0 -2-> and -NR 8 -; 

each X 2 is independently a bridgehead methine optionally substituted with R 6 , or a 
bridgehead nitrogen; 

each X 3 is independently selected from -C(R 6 )R 7 -, -O-, -S(O) 0 - 2 -, and -NR 8 -; 

provided, for X 1 , X 2 , and X 3 , there are no nitrogen-nitrogen annular bonds nor 
geminal di-nitrogen substitutions; 

E is selected from -NR 9 -, -O-, and absent; 

Y is either: 

a C1.3 alkylene linker, between the oxygen at the 7-position of the 
quinazoline ring system of I and either E, or when E is absent, any 
ring atom of the saturated bridged ring system except X 2 , when X 2 
is a bridgehead nitrogen; provided there are at least two carbon 
atoms between the oxygen at the 7-position of the quinazoline ring 
system of I and either E, or when E is absent, any heteroatom 
represented by X 1 , X 2 or X 3 ; or 

Y is absent, when Y is absent, E is also absent; said saturated bridged ring 
system is directly attached to the oxygen at the 7-position of the 
quinazoline ring system of I via a carbon atom of said saturated 
bridged ring system; 

m and p are each independently between one and four; 

n is between zero and two, when n is zero, then there is a direct single bond between the 
two bridgehead X 2 's; 

R 6 and R 7 are each independently selected from -H, halogen, trihalomethyl, -CN, -NH 2 , 
-N0 2 , -OR 3 , -N(R 3 )R 4 , -S(0)o.2R 4 , -SC>2N(R 3 )R 4 , -COzR 3 , -C(0)N(R 3 )R 4 , 
-N(R 3 )S0 2 R 4 , -N(R 3 )C(0)R 3 , -NC0 2 R 3 , -C(0)R 3 , optionally substituted lower 
alkyl, optionally substituted aryl, optionally substituted lower arylalkyl, optionally 
substituted heterocyclyl, optionally substituted lower heterocyclylalkyl; or 
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R 6 and R 7 , when taken together are oxo; or 

R 6 and R 7 , when taken together with a common carbon to which they are attached, form a 
optionally substituted three- to seven-membered spirocyclyl, said optionally 
substituted three- to seven-membered spirocyclyl optionally containing at least one 
additional heteroatom selected from N, O, S, and P; and 

R 8 is selected from R 3 , -S0 2 N(R 3 )R 4 , -C0 2 R 3 , -C(0)N(R 3 )R 4 , -S0 2 R 4 , and -C(0)R 3 . 

with the proviso that when Y is a Ci„ 3 alkylene linker; E is absent, Z is -NH- or -N(CH3)-; 
R 1 is a C1-3 alkyl; R 2 is -H or halogen; n = 0; and, the atoms, X 1 , of one bridge of 
the saturated bridged ring system, when combined with both bridgehead atoms, X , 
of the saturated bridged ring system, represent: 

either a pyrrolidine ring or a piperidine ring, and any atom, X 1 or X 2 , of either 
of said pyrrolidine ring or said piperidine ring is attached to Y, then the 
other bridge of said saturated bridged ring system cannot be any one of 
-OC(0)CH 2 -, -CH 2 OC(0)-, -OC(0)CH 2 CH 2 -, -CH 2 OC(0)CH 2 -, 
-CH 2 CH 2 OC(0)-, -OC(0)CH 2 NH-, -OCCOCHsNCd^alkyl)-, and 
-OC(0)CH 2 0; or 

either a piperazine ring or a 4-(Ci_4 alkyl)-piperazine ring, and any atom, X 1 or 
X 2 , of either of said piperazine ring or said 4-(Ci_4 alkyl)-piperazine ring is 
attached to Y, then the other bridge of said saturated bridged ring system, 
only when attached via the 2- and the 3-position of either of said piperazine 
ring or said 4-(Ci_4 alkyl)-piperazine ring, cannot be one of 
-CH 2 OC(0)CH 2 -, -CH 2 CH 2 OC(0)-, and either of the two aforementioned 
bridges optionally substituted by one or two Ci. 2 alkyl groups; or 

a piperazine ring, and any atom, X 1 or X 2 , of said piperazine ring is attached to 
Y, then the other bridge of said saturated bridged ring system, only when 
attached via the 3- and the 4-position of said piperazine ring, cannot be one 
of -C(0)OCH 2 CH 2 -, -CH 2 OC(0)CH 2 -, and either of the two 
aforementioned bridges optionally substituted by one or two Ci_ 2 alkyl 
groups, and only when either of the two aforementioned bridges are 
attached to the 3-position of said piperazine ring via their left-hand end as 
depicted above; or 

207 



WO 2004/006846 



PCT/US2003/021923 



a 2-oxomorpholine ring, said 2-oxomorpholine ring attached to Y via its 
4-position, then the other bridge of said saturated bridged ring system, only 
when attached via the 5- and the 6-position of said 2-oxomorpholine ring, 
cannot be one of -(CH 2 ) g -, -CH 2 WCH 2 -, -CH 2 WCH 2 CH 2 -, and 
-CH 2 CH 2 WCH 2 -, wherein W is -O-, -S(O) 0 - 2 -, -NH-, or -N(C W alkyl)- 
wherein g is 2, 3, or 4. 

13. The compound according to claim 12, wherein Z is -NR 5 -. 

14. The compound according to claim 13, wherein R 2 is selected from ~H, halogen, 
trihalomethyl, -CN, -N0 2 , -OR 3 , and optionally substituted lower alkyl. 

15. The compound according to claim 14, wherein R 1 is an unsubstituted Ci_ 3 alkyl. 

16. The compound according to claim 15, wherein the saturated bridged ring system 
has a geometry selected from the group consisting of [4.4.0], [4.3.0], [4.2.0], [4.1.0], 
[3.3.0], [3.2.0], [3.1.0], [3.3.3], [3.3.2], [3.3.1], [3.2.2], [3.2.1], [2.2.2], and [2.2.1]. 

17. The compound according to claim 16, wherein Y is selected from -CH 2 CH 2 -, 
-CH 2 -, and absent. 

18. The compound according to claim 17, wherein q = one to three. 

19. The compound according to claim 18, wherein R 5 is -H. 

20. The compound according to claim 19, wherein R 1 is methyl. 

21. The compound according to claim 20, wherein the saturated bridged ring system 
has a geometry selected from the group consisting of [4.4.0], [4.3.0], [4.2.0], [4.1.0], 
[3.3.0], [3.2.0], and [3.1.0]. 

22. The compound according to claim 21, wherein said saturated bridged ring system 
contains one or two annular nitrogens, said one or two annular nitrogens are selected from 
-NR 8 -, when X 1 , and a bridgehead nitrogen, when X 2 . 

23. The compound according to claim 22, wherein E is absent. 

24. The compound according to claim 23, wherein said saturated bridged ring system 
is according to formula 1H; 



208 



WO 2004/006846 



PCTYUS2003/021923 




m 

wherein A is selected from -O-, -S(0)o_ 2 -, -NR 8 -, and absent; and e is 0 or 1. 

25. The compound according to claim 24, wherein Y is -CH 2 -. 

26. The compound according to claim 25, wherein A is selected from -NR 8 -, wherein 
R 8 is selected from -H, optionally substituted lower alkyl, -C0 2 R 3 , -C(0)N(R 3 )R 4 , 
-S0 2 R 4 , and -C(0)R 3 ; -O-; and absent. 

27. The compound according to claim 26, wherein 




R , and R are each independently selected from F, CI, and Br. 

28. The compound according to claim 27, wherein R 2a is F, R 2b is CI, and R 2c is either 
CI or Br. 

29. The compound according to claim 21, wherein said saturated bridged ring system 
is according to formula IV; 




wherein R 10 is selected from -H, optionally substituted alkyl, and -OR 13 ; and R 11 and R 12 
are each independently selected from -H, -CF 3 , -F, -N(R 3 )R 4 , -N(C=0)R 3 , -N(R 3 )S0 2 R 3 , 
-S(0)o. 2 R 13 , and -OR 13 ; or 

R 10 is selected from -H, and -OR 13 ; and 
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R 11 and R 12 , when taken together, are oxo, exo-alkenyl, or when taken together with the 



carbon to which they are attached, form a three- to seven-membered spirocyclyl; 

R 13 is selected from -H, -C(=0)R 4 , optionally substituted lower alkylidyne, optionally 
substituted lower arylalkylidyne, optionally substituted lower heterocyclylalkylidyne, 
optionally substituted lower alkylidene, optionally substituted lower arylalkylidene, 
optionally substituted lower heterocyclylalkylidene, optionally substituted lower alkyl, 
optionally substituted lower arylalkyl, optionally substituted aryl, optionally substituted 
lower heterocyclylalkyl, and optionally substituted heterocyclyl; 

or two R 13 's, when taken together, form 1) a corresponding spirocyclic total from R u , 
R 12 and the carbon to which they are attached, when R 11 and R 12 are both -OR 13 , or 2) a 
corresponding cyclic ketal from R 10 and one of R 11 and R 12 , and the corresponding 
carbons to which they are attached, when R 10 is -OR 13 , and at least one of R 11 andR 12 IS 
also -OR 13 . 

30. The compound according to claim 29, wherein Y is either -CH2- or absent. 

31. The compound according to claim 30, wherein one of R 11 and R 12 is -OR 13 , 
wherein R 13 is selected from -H, -C(0)R 4 , and optionally substituted lower alkyl; and R 10 
and the other of R 11 and R 12 are both -H. 

32. The compound according to claim 30, wherein one of R n and R 12 is -F; and R 10 
and the other of R 11 and R 12 are both -H. 

33. The compound according to claim 30, wherein R 13 is an alkyl group containing at 
least one fluorine substitution thereon. 

34. The compound according to claim 30, wherein q is two or three. 

35. The compound according to claim 34, wherein each R 2 is independently selected 
from -F, -CI, -Br, -CF 3 , -CH 3 , and -OR 25 ; wherein R 25 is either methyl or aryl, each 
optionally substituted with one to three halogens. 

36. The compound according to claim 22, wherein said saturated bridged ring system 
is according to either formula V or formula VI; 





V 



VI 
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wherein R 8 is selected from -H, optionally substituted lower alkyl, -C0 2 R 3 , 
-C(0)N(R 3 )R 4 , -S0 2 R 4 , and -C(0)R 3 . 



37. The compound according to claim 36, wherein Y is either -CH2- or absent. 

38. The compound according to claim 37, wherein 




R 2b ,andR Zc are each independently selected from F, CI, and Br. 

39. The compound according to claim 38, wherein R 2a is F, R 2b is CI, and R 2c is either 
CI or Br. 

40. The compound according to claim 39, wherein R 8 is methyl or ethyl. 

41. The compound according to claim 23, wherein said saturated bridged ring system 
is according to formula VII; 



R 3 




wherein A is selected from -O-, -S(0)o-2- 5 -NR 8 -, -CR 6 R 7 -, and absent. 

42. The compound according to claim 41, wherein R 3 is selected from -H and 
optionally substituted alkyl. 

43. The compound according to claim 42, wherein A is either -C(R 6 )R 7 - or absent. 

44. The compound according to claim 43, wherein A is either -CH 2 - or absent. 

45. The compound according to claim 44, wherein Y is -CH2-. 

46. The compound according to claim 45, wherein q = 3. 

47. The compound according to claim 46, wherein 
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R 2C 



, wherein R 2 *, 



( R )q of I is selected from: R 2a and 

R 2b , and R 2c are each independently selected from F, CI, and Br. 

48. The compound according to claim 47, wherein R 2a is F, R 2b is CI, and R 2c is either 
CI or Br. 

49. The compound according to claim 20, wherein the saturated bridged ring system 
has a geometry selected from the group consisting of [3.3.1], [3.2.1], and [2.2.1]. 

50. The compound according to claim 49, wherein said saturated bridged ring system 
contains one or two annular nitrogens, said one or two annular nitrogens are selected from 
-NR 8 -, when X 1 , and a bridgehead nitrogen, when X 2 . 

51. The compound according to claim 50, wherein said saturated bridged ring system 
is according to formula VIII or formula IX; 

NR 8 

NR 8 



(R 26 )o-3- 



(R 26 )o- 3 - 




vm 



IX 



wherein R 8 is selected from -H, optionally substituted lower alkyl, -CO2R 3 , 
-C(0)N(R 3 )R 4 , -SO2R 4 , and -C(0)R 3 ; and R 26 is C M alkyl. 

52. The compound according to claim 51, wherein Y is -CH2CH2-; and E is either 
absent or -N(R 9 )-. 

53. The compound according to claim 52, wherein q = 3. 

54. The compound according to claim 53, wherein 

R 2c 




( R )q of I is selected from: 




and 




, wherein R 23 , 



R 2b , and R 2c are each independently selected from F, CI, and Br. 

55. The compound according to claim 54, wherein R 2 * is F, R 2 * is CI, and R 20 is either 
CI or Br. 
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56. The compound according to claim 55, wherein R 8 is methyl or ethyl. 

57. The compound according to claim 1, selected from the following: 



Entry 



Name 



Structure 



N-(3 t 4-dichIoro-2-fluorophenyl)-7- 
({[(3aR,5r,6aS)-2-(1- 
methylethyl)octahydrocyclopenta[c]pyrrol-5- 
yI]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 




N-(4-bromo-3-chloro-2-fIuorophenyl)-7- 
({[(3aR,5r,6aS)-2-(1- 
methylethyl)octahydrocyclopenta[c]pyrro!-5- 
yl]methyI}oxy)-6-(methyIoxy)quinazo!in-4- 
amine 




7-({[(3aR,5r,6aS)-2- 
acetyloctahydrocycIopenta[c]pyrrol-5- 
yl]methyl}oxy)-N-(4-bromo-3-chloro-2- 
fluorophenyl)-6-(methyloxy)quinazolin-4- 



amine 




N-(4-bromo-3-chioro-2-fluorophenyl)-6- 
(methy!oxy)-7-{[(3aR,5r,6aS)- 
octahydrocyc!openta[c]pyrrol-5- 
yImethyl]oxy}quinazo!in-4-amine 



— Q 

H /==\ HN— ^ x >— Br 

HN Cf> y0 " H Hi N p ci 

H 



ethyl (3aR,6aS)-5-({[4-[(4-bromo-3-chloro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7- 

yl]oxy}methyl)hexahydrocyclopenta[c]pyrrole- 
2(1 H)-carboxylate 




N-(4-bromo-3-chloro-2-fluorophenyl)-6- 
(methyloxy)-7-({[(3aR,5r,6aS)-2- 
(methylsulfonyl)octahydrocyclopenta[c]pyrrol- 
5-yl]methyl}oxy)quinazolin-4-amine 




N-(3,4-dichloro-2-fluorophenyl)-7- 
({[(3aR,5r,6aS)-2- 
ethyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyI}oxy)-6-(methyloxy)quinazolin-4- 



amine 




J* F Cl 



N-(3,4-dichIoro-2-fluorophenyl)-6- 
(methyloxy)-7-({[(3aR l 5r,6aS)-2-(2- 
methyIpropyl)octahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)quinazolin-4-amine 
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N-(3,4-dichloro-2-fIuorophenyl)-7- 
({[(3aR,5s,6aS)-2- 
methyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 



— N 




10 



N-(4-bromo-3-chIoro-2-fluorophenyI)-7- 

({[(3aR,5s,6aS)-2- 
methyloctahydrocyc!openta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 



amine 




11 



N-(3-chloro-2,4-difluorophenyl)-7- 
({[(3aR t 5s,6aS)-2- 
methyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 




12 



N-(4,5-dichloro-2-fluorophenyl)-7- 
({[(SaR.Ss.eaS)^- 
methyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 




13 



N-(4-bromo-5-chloro-2-fluorophenyi)-7- 

({[(3aR,5s,6aS)-2- 
methytoctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 



— N 



amine 




N aN F 
N— ^ 



14 



N-(4-bromo-2,3-dichlorophenyl)-7- 
({[(3aR f 5s,6aS)-2- 
methyloctahydrocyc!openta[c]pyrrol-5- 
yl]methyI}oxy)-6-(methyloxy)quinazoiin-4- 



— N 



amine 




J CI CI 



15 



N-CS^-dichlorophenylJ^-ttKSaR.Ss.SaS)^- 

methyioctahydrocyciopenta[c]pyrrol-5- 
yl]methyI}oxy)-6-(methyloxy)quinazolin-4- 
amine 



— N 




16 



N-(4-bromo-3-chloro-2-fIuorophenyl)-7- 
({[(3aR,5r F 6aS)-2- 
ethyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 



amine 




17 



N-(4-bromo-3-chloro-2-fluorophenyl)-6- 
(methyloxy)-7-({[(3aR l 5r,6aS)-2-(2- 
methylpropyl)octahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)quina20lin-4-amine 



\ H 
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18 


N-(4-bromo-2,3-dichlorophenyl)-7- 
{[(3R,9aS)-hexahydro-1 H-[1 ,4]oxazino[3,4- 
c][1 ,4]oxazin-3-ylmethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


Q / 

/ — )=\ HN~/^-Br 

°v N ~\ p-4 )=< >=\ 
\,„/ \„,/ isj ci CI 

^-O N— ^ 


19 


N-(4,5-dichloro-2-fluorophenyI)-7-{[(3R,9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-yImethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


\,„/ y nt / n ci 


20 


N-(4-bromo-5-chloro-2-fluorophenyl)-7- 
{[(3R,9aS)-hexahydro-1 H-[1 ,4]oxazino[3,4- 
c][1 ,4]oxazin-3-ylmethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


/ — <v /=\ HN-V Br 
O N — v O— 4 )=< N== \ 
\,„/ \„,/ N ci 


21 


N-(3-chloro-2,4-difIuorophenyI)-7-{[(3R,9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


^ %v HN-A-F 


22 


N-(3,4-dichloro-2-fluorophenyl)-7-{[(3S l 9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


o 7 F w cl 

/— \ >=\ HN-f^-CI 
Q N— v O— <\ >=< N==/ 

N— ^ 


23 


N-(4-bromo-3-chloro-2-fluorophenyl)-7- 
{[(3S,9aS)-hexahydro-1 H-[1 ,4]oxazino[3,4- 
c][1 ,4]oxazin-3-ylmethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\-o N— ^ 


24 


N-(3-chloro-2,4-difiuorophenyI)-7-{[(3S,9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyi]oxy}-6-(methyloxy)quinazolin-4- 
amine 


/ \_P\ 

^ >=v HNHf>F 
Q N — v 0-<\ )=< x=/ 

>-0 N— ^ 


25 


N-(3,4-dichlorophenyl)-7-[(hexahydro-1H- 

[1 ,4]oxazino[3,4-c][1 ,4]oxazin-3- 
ylmethy!)oxy]-6-(methyloxy)quinazolin-4- 
amine 


/ — V )=\ HN— fVci 
N-0 N— ^ 


26 


N-(4,5-dichloro-2-fIuorophenyl)-7-{[(3S,9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


/ — \ )=\ HN— <fy-CI 

°\ / N ^v /=< 

\,„/ >,„/ >^_( N N F 
N-O N— ^ 
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27 


N-(4-bromo-2,3-dich!orophenyl)-7-{[(3S l 9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


y— x >==v HN— ^ 7— Br 
N— ^ 


28 


N-(4-bromo-5-chloro-2-fluorophenyl)-7- 
{[(3S,9aS)-hexahydro-1 H-[1 ,4]oxazino[3,4- 
c][1 ^oxazin-S-ylmeth^oxyJ-S- 
(methyloxy)quinazolin-4-amine 


/ — \ °y=\ HN-^^-Br 

°v N ~\ P \v /=( ^\ 
\.../ ^fc—^ |s| ci 

N— ^ 


29 


N-(3,4-dichloro-2-fluorophenyl)-7-{[(3R,9aS)- 
hexahydro-1 H-[1 ,4]oxazino[3,4-c][1 ,4]oxazin- 
3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


/ — ^ >=\ HN— fVci 
6 N — v 0-4 >==< \==/ 

>-0 N— ^ 


30 


N-(4-bromo-3-chloro-2-fluorophenyl)-7- 
{[(3R,9aS)-hexahydro-1 H-[1 ,4]oxazino[3,4- 
c][1 ,4]oxazin-3-ylmethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


o / F V- C CI 

/ — v )=\ HN — P y— Br 
Q N— v p-\ )=< N=/ 
\,„/ ^ N 

N— ^ 


31 


N-CS^-dichlorophenyO^-tKSR^aR)- 
hexahydro-1 H-pyrrolo[2,1 -c][1 ^Joxazin-S- 
ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


—O N— ^ 


32 


N-(4-bromo-5-chloro-2-fluorophenyI)-7- 
{[(3S,8aS)-hexahydro-1 H-pyrrolo[2,1 - 
c][1 ,4]oxazin-3-ylmethyI]oxy}-6- 
(methyIoxy)quinazolin-4-amine 


)=\ HN-^y-Br 


33 


N-(3,4-dichlorophenyl)-7-{[(3S,8aR)- 
hexahydro-1 H-pyrrolo[2 f 1 -c][1 ,4]oxazin-3- 
y!methyi]oxy}-6-(methyloxy)quinazolin-4- 
amine 


^ )=v HN-fVci 
^-O N— ^ 


34 


N-(3,4-dichlorophenyl)-7-{[(3S,8aS)- 
hexahydro-1 H-pyrrolo[2,1 -c][1 ,4]oxazin-3- 
ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


—O N— ^ 


35 


N-(3,4-dichlorophenyl)-7-{[(3R,8aS)- 
hexahydro-1 H-pyrrolo[2,1 -c][1 ,4]oxazin-3- 
yImethyl]oxy}-6-(methy!oxy)quinazolin-4- 
amine 


Q / PI 
)=\ HN-/~y-CI 

— O N— ^ 
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36 



N-(3,4-dichloro-2-fluorophenyl)-7-{[(3S,8aS)- 
hexahydro-1 H-pyrrolo[2,1-c][1 ,4]oxazin-3- 
ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 



amine 



/ 



ci 



n -j7 




— O 



37 



N-(4-bromo-3-chloro-2-fluorophenyl)-7- 
{[(3S,8aS)-hexahydro-1 H-pyrrolo[2,1 - 
c][1 ,4]oxazin-3-yImethyI]oxy}-6- 
(methyIoxy)quinazolin-4-arnine 




38 



N-(3-chloro-2,4-difiuorophenyl)-7-{[(3S,8aS)- 
hexahydro-1 H-pyrrolo[2,1-c][1 ,4]oxazin-3- 
yImethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 



39 



N-(4-bromo-2,3-dichlorophenyl)-7-{[(3S,8aS) 
hexahydro-1 H-pyrrolo[2,1 -c][1 ,4]oxazin-3- 
ylmethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 



<C HN-H- 



40 



N-(4,5-dichloro-2-fluorophenyl)-7-{[(3S,8aS)- 
hexahydro-1 H-pyrroIo[2,1 -c][1 ,4]oxazin-3- 
yImethyl]oxy}-6-(methyloxy)quinazolin-4- 



amine 



Q N ~v 

-O 




41 



1,4:3,6-dianhydro-5-({[4-[(4-bromo-5-chloro- 
2-fIuorophenyI)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-5- 
deoxy-2-O-methyl-D-xylo-hexitol 




42 



1,4:3,6-dianhydro-5-deoxy-5-({[4-[(3 f 4- 
dichlorophenyl)amino]-6- 
(methy!oxy)quinazolin-7-yl]oxy}methyl)-2-0- 
methyl-D-glucitol 



°^'' ,/0 ~m2 n ci 



43 



l^^.e-dianhydro-S-deoxy-S-^^-tCS^- 
dichloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-2-0- 
methyl-D-xylo-hexitol 




44 



l^iS.e-dianhydro-S-U^-^-bromo-S-chloro- 
2-fluorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yI]oxy}methyI)-5- 
deoxy-2-O-methyl-D-xylo-hexitol 
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45 


1,4:3,6-dianhydro-5-({[4-[(3-chloro-2,4- 

dif!uorophenyI)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-5- 
deoxy-2-O-methyl-Docylo-hexitol 


/ 


46 


1,4:3,6-dianhydro-5-({[4-[(4-bromo-2,3- 

dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-5- 
deoxy-2-O-methyI-D-gIucitol 


V" 7 ^— <\ .N CI CI 


47 


1 ,4:3,6-dianhydro-2-deoxy-2-({[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-5-0- 
methyl-D-threo-hexitol 


\ _f~0 ^=yHN-f\-CI 


48 


1,4:3,6-dianhydro-5-deoxy-5-({[4-[(4,5- 
dichloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazoIin-7-yl]oxy}methyl)-2-0- 
methyl-D-glucitoi 




49 


(3S,9aS)-3-({[4-[(3,4-dichloro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]oxy}methyl)hexahydro-2H-pyrido[1,2- 
a]pyrazin-1(6H)-one 


O. /f—^ N R Cl 
H V-NH o— ^ )=< )=( 


50 


(3S,9aR)-3-({[4-[(3,4-dichloro-2- 
fluorophenyl)amino]-6-(methyIoxy)quinazolin- 
7-yi]oxy}methyl)hexahydro-2H-pyrido[1 ,2- 
a]pyrazin-1 (6H)-one 


O. /r-V N R Cl 
H V-NH O— (/ )=< )==( 
/ \ >"' ^ HN-6 ^-Cl 


51 


(3S,8aS)-3-({[4-[(3 f 4-dichloro-2- 
fluorophenyl)amino]-6-(methy]oxy)quinazoiin- 
7-yI]oxy}methyl)hexahydropyrrolo[1,2- 
a]pyrazin-1 (2H)-one 


O. y «— ^ N R Cl 
H V-NH O-X /={ >=\ 


52 


(3S,8aR)-3-({[4-[(3,4-dichioro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]oxy}methyl)hexahydropyrro!o[1 ,2- 
a]pyrazin-1 (2H)-one 


O. ^— <( N R Cl 
H v-nh O-V )=< )==< 


53 


(3S,8aS)-3-({[4-[(4-bromo-3-chIoro-2- 
fluorophenyl)amino]-6-(methy!oxy)quinazolin- 
7-yl]oxy}methyl)hexahydropyrrolo[1 ,2- 
a]pyrazin-1 (2H)-one 


H.VNH 0-# W >=< 
V )=/ HN— ^-Br 
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54 


(aS^aSJ-S-a^-ICS^-dichlor^- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 

7-yl]oxy}methyl)-2- 
methylhexahydropyrrolo[1 ,2-a]pyrazin-1 (2H)- 
one 


Q / 

)=\ HN-^^-CI 


55 


N-(3,4-dichloropheny!)-7-({2-[(8-methyl-8- 
azabicyclo[3.2.1]oct-3-yl)amino]ethyl}oxy)-6- 
(methyloxy)quinazoiin-4-amine 


— N J V-NH N— ^ 


56 


N-(3,4-dichlorophenyI)-6-(methyIoxy)-7- 
{[(8aR)-tetrahydro-1 H-[1 ,3]thiazolo[4,3- 
c][1,4]oxazin-6-ylmethyl]oxy}quinazoIin-4- 
amine 




57 


N-(3,4-dich!orophenyl)-7-{[2-(8-methyl-8- 
azabicyclo[3.2.1]oct-3-yl)ethyl]oxy}-6- 
(methy!oxy)quinazolin-4-amine 


°} = \ HM-^~^-C\ 
^^-S ~^Mr?N CI 


58 


N-(3,4-dichlorophenyl)-7-{[(8-methyl-8- 
azabicyclo[3.2. 1 ]oct-3-yl)methyl]oxy}-6- 
(methyloxy)quinazo!in-4-amine 


°)==\ HN-^V-CI 


59 


N^S^-dichlorophenyO^-IKSaR.eaS)^- 
methyloctahydrocyclopenta[c]pyrrol-5- 
yI]oxy}-6-(methyloxy)quinazolin-4-amine 


CI 


60 


N-(3,4-dichlorophenyl)-7-[(8-methyl-8- 
azabicyclo[3.2.1 ]oct-3-yl)oxy]-6- 
(methyloxy)quinazoIin-4-amine 


\ 
N — K 

N — ( ^—^ y N CI 

)== / IHN-^~~^-CI 


61 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-5-chloro- 
2-fluorophenyI)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-0-methyl-L- 
iditol 


r-O H J>=VJ} N "{3- Br 


62 


l^rS.e-dianhydro^-O-^KS^-dichloro^- 
fluorophenyI)amino]-6-(methyloxy)quinazolin- 
7-yl]-5-0-methyI-L-iditol 


/ 

O H .^^"""Q" 0 ' 
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63 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chloro- 
2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yI]-5-0-methy!-L- 
iditol 




64 


1,4:3 f 6-dianhydro-2-0-methyl-5-0-{6- 
(methyloxy)-4-[(2 J 3,4- 
trichlorophenyi)amino]quinazoIin-7-yl}-L-iditoI 


/ 

O H 0 3 == \Jy N ^O~ CI 


65 


1 ,4:3,6<lianhydro-5-0-[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyIoxy)quinazoIin-7-yi]-2-6-methyl-D- \ 
xylo-hexitol 


/ 

O H ) = \_4 N ~ H (3" C, 


66 


l^iS^-dianhydro^-O-^-^-bromo^.S- 

dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-0-methyl-L- 
iditol 


<C -TV. 


67 


d ian hyd ro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6-(methyloxy)- 
quinazolin-7-yl]-L-sorbose ethylene glycol 
acetal 


r-O H >=VJ N Bf 


68 


1,4:3,6-dianhydro-2-0-[4-[(3-chloro-2,4- 

difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-0-methyI-L- 
iditol 


o H 0 _^ = yi/ N ~w _F 


69 


| 1 f 4:3,6-dianhydro-2-0-t4-[(4,5-dich!oro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazo!in- 
7-yl]-5-0-methyl-L-iditol 




70 


1,4:3 l 6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-0- 
(difluoromethyl)-L-iditol 


/ , CI 

o u )=\ HN-/~\-Br 


71 


l^rS^-dianhydro^-O-^-^-chloro^- 
fluorophenyl)amino]-6-(methyloxy)quinazoIin- 
7-yl]-5-0-methyl-L-iditol 


/ R CI 
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72 


1 ^rS^-dianhydro^-O-K-fCS^- 
dichlorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yl]-5-0-methyl-L- 
iditol 


r-O H )=\J^(^ a 


73 


1 J 4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)am ino]-6- 
(methyloxy)quinazoIin-7-yl]-5-0-methyl-L- 
iditol 


r o h 0 _>=y^ N -Cr Br 

H 0- J N 


74 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyI)amino]-6- 
(methy!oxy)quinazolin-7-yl]-5-0-ethyl-L-iditol 


r o h 0 _>v4 N ^Q- Br 


75 


1,4:3 f 6-dianhydro-2-0-[4-[(3-bromo-2- 
methylphenyl)amino]-6- 
(methyloxy)quina20lin-7-yI]-5-O-methyl-L- 
iditol 


Q / \_, Br 

,-C- H )=\ H / N_ W 


76 


1,4:3,6-dianhydro-2-0-[4-[(3-ch!oro-2- 
methylphenyl)amino]-6- 
(methyioxy)quinazolin-7-yl]-5-0-methyl-L- 
iditol 


/ \_pl 

o>Y^ 


77 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-deoxy-D-xyio- 
hexitol 




78 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-5-0-methyl-D- 
glucitol 


o H )=\4 NH Cy~ Br 


79 


methyl 3,6-anhydro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl]-2-0-methyi- 
alpha-L-idofuranoside 




80 


3,6-anhydro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-1 ,2-0(1 - 
meth^ethylidene)-beta-L-xylo-hexofuranose 


v°vo H o >=y^ N - < w KBr 

HQ—' N 
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81 


1 p 4:3,6-dianhydro-2-0-t4-[(4-bromo-3- 

ch!orophenyl)am ino]-6- 
(methyloxy)quinazolin-7-yI]-5-deoxy-5- 
methylidene-D-xylo-hexitol 


r-O H ^=\J N "f3" Br 


82 


methyl 3,6-anhydro-5-0-[4-t(4-bromo-3- 
ch!orophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-0-methyI-beta- 
L-idofuranoside 


/ / cl 

H o-' N 


83 


N-(3,4-dichloro-2-fluorophenyI)-6- 
(methyIoxy)-7-[(octahydro-2H-quinolizin-3- 
ylmethyl)oxy]quinazolin-4-amine 


/—(~^) — ^ /T\^ \ / Cl 

\ — f )= / H<N— ^^-Cl 


84 


1 f 4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6- 

(methyloxy)-4-[(2 l 3,4- 
trifluorophenyl)amino]quinazolin-7-yl}-D-iditol 




85 


1 l 4:3,6-dianhydro-5-0-[4-[(2-chloro-4- 
fIuorophenyI)amino]-6-(methyloxy)quinazolin- 
7-yl]-2-deoxy-2-fluoro-D-iditol 




86 


1 f 4:3,6-dianhydro-5-0«[4-[(2-bromo-4- 
fIuorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]-2-deoxy-2-fluoro-D-iditol 




87 


1,4:3,6<lianhydro-2<leoxy-5-0-[4-[(2,6- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 


)=v HN— (' N ) 


88 


1,4:3,6-dianhydro-5-0-[4-[(3-chloro-2- 
fIuorophenyl)amino]-6-(methyioxy)quinazolin- 
7-yl]-2-deoxy-2-f!uoro-D-iditol 




89 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- 
{[4-fluoro-3-(trifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yl]-D-!ditol 
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90 


1,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,4- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yI]-2-fluoro-D-iditoi 


r°v H M >=< M 


91 


1 ,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,5- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditoI 




92 


1,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,3- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditoI 


/ 

H )=v HN — 


93 


1,4:3,6-dianhydro-5-0-[4-[(5-chloro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]-2-deoxy-2-fluoro-D-iditol 




94 


l^iS^-dianhydro^-deoxy-S-O-K^CS^- 
difluorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yI]-2-fluoro-D-iditoI 




95 


1,4:3,6-dianhydro-5-0-[4-[(3-chloro-4- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]-2-deoxy-2-fluoro-D-iditol 




96 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-2- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


rV ,.o-0=< ^ 


97 


1,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3,4- 
dichloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 




98 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-5-ch!oro- 

2-fluorophenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-deoxy-2~fluoro- 
D-iditol 
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99 


l^iS.e-dianhydro-a-deoxy^-fluoro-S-O-te- 

(methyloxy)-4-[(2,4 ( 5- 
trifluorophenyl)amino]quinazoIin-7-yl}-D-iditol 




100 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6- 

(methyIoxy)-4-[(2 > 4,6- 
trifluorophenyl)amino]quina2olin-7-yl}-D-iditol 


^ M— ^ F 


101 


1,4:3,6-dianhydro-5-0-[4-({4-[(4- 
chlorophenyI)oxy]-3,5-difluorophenyl}amino)- 
6-(methyloxy)quinazolin-7-yl]-2-deoxy-2- 
fluoro-D-iditol 


„ H )=n HN- 


F 

Cl 


102 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chloro- 

2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-y!]-2-deoxy-2-fIuoro- 
D-iditol 




103 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-2,3- 
dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 




104 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chloro- 

5-fluorophenyI)amino]-6- 
(methyloxy)q u inazol in-7-yl]-2-deoxy-2-fl uoro- 
D-iditol 




105 


1 l 4:3,6-dianhydro-2-deoxy-5-0-[4-[(4,5- 
dichloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 




106 


1,4:3,6-dianhydro-2-deoxy-2-fiuoro-5-0-{6- 
(methyloxy)-4-[(2,3,4- 
trich!orophenyl)amino]quinazoIin-7-yl}-D-iditoI 


n H °)=\ HN— C~V CI 


107 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6- 
(methyloxy)-4-[(3,4,5- 
trichlorophenyl)amino]quinazolin-7-yl}-D-iditol 


P ok/S % ° Cl 
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1,4:3,6-dianhydro-5-0-[4-[(4-bromo-2- 
fluorophenyl)amino]-6-(methyloxy)quinazo!in- 
7-yl]-2-deoxy-2-fluoro-D-iditol 


/ 


109 


1,4:3,6-dianhydro-5-0-[4-[(4-ch!oro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]-2-deoxy-2-fluoro-D-iditol 


/ 

r o.H 0 _y=y_l N "O" cl 


110 


1,4:3,6-dianhydro-5-0-[4-[(3-chloro-2- 
methylphenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


o V/ Cl 


111 


1 ,4:3,6-dianhydro-2-deoxy-5-0-[4-t(3,4- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 




112 


1 ,4:3 f 6-dianhydro-5-0-[4-[(2- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


< /=\ 

n H )=\ HN — & i 


113 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- 
[(2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-D-iditol 




114 


1 ,4:3,6-dianhydro-5-0-[4-[(3- 
ch!orophenyl)amino]-6- 
(methy!oxy)quinazolin-7-yl]-2-deoxy-2-fIuoro- 
D-iditol 


'XT' 01 


115 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- 
[(4-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-D-iditoI 




116 


1 ,4:3,6-dianhydro-5-0-[4-[(4- 
chlorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yl]-2-deoxy-2-f!uoro- 
D-iditol 
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117 


l^iS^-dianhydro^-deoxy-S-O-^-^^- 
dichlorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yl]-2-fluoro-D-iditol 




118 


1 l 4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,5- 
dichlorophenyl)amino]-6- 
(methy!oxy)quina20lin-7-yl]-2-fluoro-D-iditol 


o /r -( C ' 
poUS°' {;n ci 


119 


l^iS^-dianhydro^-deoxy-S-O-K-tCS^- 
dichlorophenyi)amino]-6- 
(methyloxy)quinazolin-7-yI]-2-fluoro-D-iditol 


f O H >-vHN-<>0. 


120 


I^^.S-dianhydro-S-O-^-^-bromo^^- 
difluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
. D-iditol 




121 


l^^^-dianhydro-S-O-K-tK-chloro-a- 
(trifIuoromethyl)phenyI]amino}-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fIuoro- 
D-iditol 


/ 

>=\ HN — CjhC) 

e.'yS* ^— i ,n X" F 


122 


1,4:3,6-dianhydro-5-0-[4-{[2-chloro-5- 
(trifluoromethyl)phenyI]amino}-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


i?V N-^ F F 


123 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- 
{[2-fluoro-3-(trifluoromethyl)phenyI]amino}-6- 
(methy!oxy)quinazolin-7-yl]-D-iditoi 


hTo-J f A f 


124 


1,4:3,6-dianhydro-5-0-[4-{[2-bromo-5- 
(trifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yi]-2-deoxy-2-fluoro- 
D-iditol 




125 


l^iS^-dianhydro-S-O-^p-bromo^- 
(trifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazoIin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 
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126 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- 
{[4-fluoro-2-(trifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yl]-D-iditol 




127 


l^iS^-dianhydro-S-O-^tS-bromo-S- 
(trifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


o /-( Br 

r o h 0 _Vv4 n -0 

I^V ^ F F 


128 


1 ,4:3,6-dianhydro-5-0-[4-[(2- 
bromophenyI)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-deoxy-2-fluoro- 
D-iditol 




129 


1 ,4:3,6-dianhydro-5-0-[4-[(3- 
bromophenyl)am ino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


/ 

p»»US' 0 ^~~/N Br 


130 


1 ,4:3,6-dianhydro-5-0-[4-[(4- 
bromophenyl)amino]-6- 
(methyloxy)qulnazo!in-7-yl]-2-deoxy-2-fluoro- 
D-iditol 




131 


l^rS.e-dianhydro-S-O-K-KS-bromo^- 
methylphenyl)amino]-6- 
(methyloxy)quinazoIin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 




132 


l^rS^-dianhydro-S-O-^-fCS-chloro^- 
methylphenyl)amino]-6- 
(methyloxy)quinazolin-7-yi]-2-deoxy-2-fluoro- 
D-iditol 


/ 

H^O-J N— ^ 


133 


lAS.e-dianhydro^-deoxy-S-O-K-KS.S- 
dimethylphenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-fluoro-D-iditol 


r-O H „3 = NjT~ H Cf 


134 


1 ,4:3,6-dianhydro-5-0-[4-{[2,5- 
bis(methyloxy)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yi]-2-deoxy-2-fIuoro- 
D-iditol 
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135 


1,4:3 f 6-dianhydro-5-0-[4-{[5-chloro-2,4- 
bis(methyloxy)phenyI]amino}-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


o ~V\ 


136 


1,4:3,6-dianhydro-5-0-[4-{[4-chloro-2,5- 
bis(methyloxy)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro- 
D-iditol 


r o.H 0 %yJ} N_ O -cl 


137 


1,4:3,6-dianhydro-5-0-[4-[(3-chloro-2 f 4- 
difluorophenyI)amino]-6- 
(methyioxy)quinazolin-7-yI]-2-deoxy-2-fluoro- 
D-iditol 


/ E CI 


138 


N-(3,4-dichlorophenyl)-7-[({5- 
[(dimethylamino)methyl]-1,2,4-oxadia2ol-3- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


)=\ HN— CI 
°"N N— ^ 


139 


N-(3,4-dichlorophenyI)-7-[({3- 
[(dimethylamino)methyl]-1,2 f 4-oxadiazol-5- 
yl}methyl)oxy]-6-(methyloxy)quinazoIin-4- 
amine 


°)=\ HN-/~V- CI 
J. JL * — — v ,N CI 


140 


N-(3,4-dichloroph3nyl)-6-(methyloxy)-7-[({3- 

[(4-methy!piperazin-1 -yl)methyl]-1 ,2,4- 
oxadiazol-5-yl}methyl)oxy]quinazoIin-4-amine 


*\=\ HN-/" V- CI 


141 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7«{[(5- 
piperidin-4-yl-1 ,2,4-oxadiazol-3- 
yl)methy]]oxy}quinazolin-4-amine 


°-N N— ^ 


142 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[5- 
(1 -methylpiperidin-4-yl)-1 ,2,4-oxadiazo!-3- 
yl]methyl}oxy)quinazolin-4-amine 


V> -°x HN-O-a 


143 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[3- 
(morphoIin-4-ylmethyl)-1,2,4-oxadiazoI-5- 
yl]methyl}oxy)quinazoIin-4-amine 


On JQ^P " 
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144 


N-(3 f 4-dichlorophenyl)-6-(methyIoxy)-7- 
t(morpholin-2-yImethyl)oxy]quinazolin-4- 
amine 


°)=v HN-/~~V-CI 
HN— \ Q-\ >=< N =< 


145 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(5- 
piperidin^-yM^^-oxadiazoI-S- 
yl)methyl]oxy}quinazolin-4-amine 




146 


N-(3,4-dichlorophenyl)-7-[({2- 
[(dimethylamino)methyl]-1,3-thiazol-4- 
yI}methyl)oxy]-6-(methyIoxy)quinazolin-4- 
amine 


HN— \/-CI 


147 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(phenylmethyl)morpholin-2- 
yl]methyl}oxy)quinazo!in-4-amine 


C^V^ %=\ HN-/~Vci 


148 


1,1-dimethylethyl 2-({[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7- 
yl]oxy}methyl)morpholine-4-carboxylate 


.o — q 

O-^f >=\ HN— ^ >-CI 

^-O N— ^ ! 


149 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-({[2- 
(morpholin^-ylmethyO-l^-thiazoI^- 
yl]methyl}oxy)quinazoIin-4-amine 


Q }=\ HN— ^"^-Cl 


150 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({2- 
[(4-methylpiperazin-1 -yt)methyl]-1 ,3-thiazol- 
4-yl}methyl)oxy]quinazolin-4-amine 


°}=\ HN— /~V-C1 


151 


N-(3,4-dichlorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °) = \ HN— ^~\-CI 
N — v O— <\ )=< 


152 


N-(3,4-dichIorophenyl)-6-(methyloxy)-7-[(1,4- 
oxazepan-2-ylmethyI)oxy]quinazolin-4-amine 


H °)=\ HN— ^ CI 
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153 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(5- 
piperidin-3-yl-1,2,4-oxadiazol-3- 
yl)methyl]oxy}quinazolin-4-amine 


°-N N— ^ 


154 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[5- 
(1 -methylpiperidin-2-yl)-1 ,2,4-oxadiazol-3- 
yl]methyI}oxy)quinazo!in-4-amine 


C^l °) = \ HN— ^V-CI 
°-N N~ ^ 


155 


N-(3,4-dichIorophenyl)-7-{[(4-methyl-1,4- 
oxazepan-2-yl)methyl]oxy}-6- 
(methyloxy)quinazo!in-4-amine 




156 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[5- 
(1 -methylpiperidin-3-yl)-1 ,2,4-oxadiazol-3- 
yl]methyl}oxy)quinazolin-4-amine 


°'N N— ^ 


157 


N-(3,4-dichIorophenyl)-7-({[5-(1 , 1 - 
dimethylethyl)-1 ,2,4-oxadiazoI-3- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


n/ °)=\ HN— /~^-CI 
/V N v /=< ^ 


158 


N-(3,4-dich!orophenyl)-6-(methyloxy)-7-{[(2- 
phenyl-1 ,3-thiazol-4- 
yl)methyl]oxy}quinazolin-4-amine 


^HN-/\ci 


159 


7-[(2 J 1,3-benzothiadiazoI-4-ylmethyi)oxy]-N- 
(3,4-dichlorophenyl)-6-(methyloxy)quinazolin- 
4-amine 


S — Q /r -\ 


160 


N-(3,4-dichlorophenyi)-7-{[(5-methylisoxazol- 
3-yl)methyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


C )=\ HN— ^V-CI 
°'N N— ^ 


161 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(5- 
methyl-4-phenylisoxazol-3- 
yl)methyl]oxy}quinazolin-4-amine 


/ 

V3 — \ J=yHN-(j-CI 

€3 
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162 


7-[(1,3-benzothiazol-2-yimethyi)oxy]-N-(3,4- 
dichlorophenyI)-6-(methyloxy)quinazolin-4- 
amine 


°)=\ HN-/"~%-CI 


163 


7-[(2, 1 ,3-benzoxadiazoI-5-ylmethyl)oxy]-N- 
(3,4-dichlorophenyl)-6-(methyIoxy)quinazolin- 
4-amine 


o-V- 3 == y_3 N_ C3~ cl 

N*^^-^°~^-^N CI 


164 


N-(3,4-dichIorophenyl)-6-(methyioxy)-7-({[2- 
(2-thienyl)-1,3-thiazol-4- 
yl]methyl}oxy)quinazolin-4-amine 




165 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(1- 
phenyl-1 H-pyrazol-4- 
yl)methyl]oxy}quinazolin-4-amine 


fT*) ~°)=\ HN-f~\-CI 


166 


N-(3,4-dichlorophenyi)-6-(methyIoxy)-7-[({5- 
^-(trifluoromethyOphenyll-l^^-oxadiazol-S- 
yl}methyl)oxy]quinazolin-4-amine 


ffS ~°>=\ HN-/"Vci 


167 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-[({5- 
[4-(trifiuoromethyl)phenyl]-1,2,4-oxadiazol-3- 
yl}methyl)oxy]quinazolin-4-amine 




168 


7-({[3-(4-chlorophenyl)-1 f 2,4-oxadiazol-5- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methy!oxy)quinazolin-4-amine 


0 )=\ HN— ^~~V-CI 


169 


7-({[6-bromo-2-(methyloxy)naphthalen-1- 
yl]methyl}oxy)-N-(3,4-dichlorophenyI)-6- 
(methyloxy)quinazolin-4-amine 


Br. 

X =< N— ^ 

P 


170 


N-CS^-dichlorophenylJ-e-CmethyloxyJ^-ffl.S- 
thiazol-4-ylmethyl)oxy]quinazolin-4-amine 


0s >=\ HN— ^\-CI 
N N-^ 
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171 


7-{[(6-chloropyridin-3-yl)methyI]oxy}-N-(3 > 4- 
dichlorophenyl)-6-(methyioxy)quinazolin-4- 
amine 


0 )=\ HN— /~%-Cl 
N =/ N— ^ 


172 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7- 
[(pyridin-4-ylmethyl)oxy]quinazolin-4-amine 


Q )=\ HN— ^~~^-CI 


173 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(2- 
methyl-1 ,3-thiazol-4- 
yl)methyl]oxy}quinazolin-4-amine 




174 


7-{[(6-chloro-4H-1,3-benzodioxin-8- 
yl)methyl]oxy}-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


P-\ -o x-s, 
\ P / s= \ HN— \ /~ CI 

CI 


175 


7-{[(5-chIoro-1 -methy!-3-phenyl-1 H-pyrazoI- 
4-yl)methyl]oxy}-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


II °) == \ HN— ^^-Cl 
CI 


176 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[1- 

methyl-3-(trifluoromethyl)-1 H-thieno[2,3- 
c]pyrazol-5-yl]methyl}oxy)quinazolin-4-amine 


n vI^o-) = v< n " h Q kci 
hl °~Mii N ci 

F F N 


177 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(3- 
phenylisoxazoI-5-yl)methyl]oxy}quinazolin-4- 
amine 


°)=\ HN— ^~~^-CI 


178 


N-(3 f 4-dichIorophenyl)-6-(methyloxy)-7- 
{[(2,4,6- 

trimethylphenyl)methyl]oxy}quinazolin-4- 
amine 




179 


N-(3,4-dichIorophenyl)-6-(methyloxy)-7- 
t(pyridin-3-yImethyl)oxy]quinazolin-4-amine 


\==\ HN— ^~V-CI 
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180 


N-(3,4-dichIorophenyl)-6-(methyloxy)-7-[({3- 
[4-(methyloxy)phenyl]isoxazol-5- 
yl}methyl)oxy]quinazolin-4-amine 


)=\ HN— ^~V-CI 
N'°v P\, /=< ^ 


181 


N-(3,4-dichlorophenyI)-7-({[5-[(2,4- 
dichlorophenyl)oxy]-1 -methyl-3- 
(trifluoromethyl)-1H-pyrazol-4-yi]methyl}oxy)- 
6-(methyloxy)quinazolin-4-amine 


Civ 

o y=\ hn -\ /~ ci 

F F 


182 


7-[(cyclopropylmethyl)oxy]-N-(3,4- 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


°)=\ HN-/~~^-Cl 


183 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7- 
[(tetrahydrofuran-2-ylmethyl)oxy]quinazoIin- 
4-amine 


0 )=\ HN-/~V-CI 
O N-^ 


184 


7-(cyc!opentyloxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


0 )=\ HN— ^~^-CI 


185 


7-[(2-cyclohexyIethyl)oxy]-N-(3,4- 
dichlorophenyl)»6-(methyloxy)quinazolin-4- 
amine 


(~\ ^==v HN-/\-CI 


186 


7-[(cyclohexyImethyl)oxy]-N-(3,4- 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


%==\ HN— /~\-CI 


187 


7-[(cyclobutylmethyl)oxy]-N-(3 f 4- 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


\==v HN— /"V-Cl 


188 


N-(3,4-dichlorophenyI)-7-{[2-(1 f 3-dioxolan-2- 
yl)ethyl]oxy}-6-(methy!oxy)quinazolin-4- 
amine 


f^P °>=\ HN— ^~V-CI 
N— ^ 
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189 


N-CS^-dichlorophenylJ-y-fP^I.S-dioxan^- 
yl)ethyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


/ O °)=\ HN— f\-C\ 

o-< p-% }={ ^=< 

N — ' ^— <\ ,N CI 
N— ^ 


190 


N-(3,4-dichlorophenyl)-6-(methyioxy)-7-[(2- 
morpholin-4-yIethyl)oxy]quinazolin-4-amine 


°>=\ HN-^V-CI 

N v )=< ^ 


191 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(2- 
pyrrolidin-1-ylethyl)oxy]quinazolin-4-amine 


C^) 0 y=\ HN-^~%-CI 

N p-4 )=< X =\ | 

CI 

N— ^ 


192 


N-(3 f 4-dichlorophenyl)-6-(methyloxy)-7-[(2- 
piperidin-1-ylethyI)oxy]quinazolin-4-amine 


/ V °)=\ HN— /"V-CI 
N P~\ )=< X== \ 
W ^ CI 


193 


2-(2-{[4-[(3,4-dichIorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}ethyl)-1H- 
isoindole-1 ,3(2H)-dione 


Ty o "°K hnhTVci 

O— (\ )=< X =< 

° w ^-0 ci 


194 


methyl 6-0-[4-[(3,4-dichIorophenyI)amino]- 
6-(methyloxy)quinazolin-7-yi]-alpha-D- 
glucopyranoside 


— q )=\ HN— ^y-ci 
rO v M >=< ^ 

HO OH 


195 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(2- 
morpholin-4-yl-2-oxoethyl)oxy]quinazoIin-4- 
amine 


°)=\ HN-/~~^-C! 
^-N 0-<\ )=< X =< 

y ^-v> a 


196 


1 ,1 -dimethylethyl 2-[3-({[4-[(3,4- 
dich!orophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-1,2,4- 
oxadiazol-5-yl]piperidine-1-carboxylate 


C^l °) = \ HN— /~~%-CI 
v / N'NpsN p-\ >=< 


197 


1 ,1 -dimethylethyl 4-[3-({[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyloxy)quina2olin-7-yl]oxy}methyl)-1,2,4- 
oxadiazol-5-yl]piperidine-1-carboxylate 


% 

M J* CI 
°"N N— ^ 
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198 


N-(3,4-dichlorophenyl)-6-(methy!oxy)-7-({[4- 
(4-pyrrolidin-1 -ylphenyi)-1 ,3-thiazol-2- 
yl]methyl}oxy)quinazolin-4-amine 


^^S^N p~\ >=< 


199 


N-(3,4-dichlorophenyl)-7-[({4-[4- 
(diethylamino)phenyl]-1,3-thiazol-2- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


N— ^ 


200 


5-[2-({[4-[(3,4-dichIorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-1,3- 
thiazol-4-yl]-2-hydroxybenzamide 


H 2 N^O 

T^ 5 ) )=y HN-f Vd 
^^V-N p-fc )=< ^=< 


201 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
pyridin-3-yl-1 ,3-thiazol-2- 
yl)methyl]oxy}quinazolin-4-amine 


nQ m ~>>4 nH Q- ci 

S N- 4 ' 


202 


N^S^-dichlorophenyO-e^methyloxy)^-!^- 
pyridin-2-yl-1 ,3-thiazol-2- 
yl)methyl]oxy}quinazoIin-4-amine 


{f^ )=\ HN— /~\-CI 
NT^N D~4 >==< 


203 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
pyridin-4-yl-1 ,3-thiazol-2- 
yl)methyl]oxy}quinazolin-4-amine 


°>=\ HN-/~V-CI 
^V-N 0-<\ )=< \=< 

S N— ^ 


204 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(2- 
morpholin-4-yl-1 ,3-thiazol-4- 
yl)methyl]oxy}quinazo!in-4-amine 


>=\ HN— ^~^-CI 


205 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(3- 
morpholin-4-yl-1 ,2,4-oxadiazol-5- 
yl)methyl]oxy}quinazolin-4-amine 




206 


N-(3,4-dichlorophenyl)-7-({[3- 
(dimethylamino)-1 f 2 f 4-oxadiazol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


^M^N N— ^ 
I 



235 



WO 2004/006846 



PCT7US2003/021923 



207 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({4- 
[(4-methylpiperazin-1 -yl)m ethyl]- 1 ,3-thiazoI- 
2-yl}methyl)oxy]quinazolin-4-amine 


}=\ HN— /~~V-CI 
-O M_^N 0, 


208 


N-(3,4«dichlorophenyl)-6-(methyloxy)-7- 
^^.ej-tetrahydrofl.SlthiazolotS^-clpyridin- 
2-ylmethyl)oxy]quinazo!in-4-amine 


)=\ HN— ^"~\-CI 


209 


N-(3,4-dichiorophenyl)-6-(methyloxy)-7-({[4- 
(morpholin-4-yImethyl)-1,3-thiazol-2- 
yl]methyI}oxy)quinazolin»4-amine 


°}=\ HN— ^~^-CI 
f^N-VN p-% >=< 
O^J I s >- y M^N C, 


210 


N-(3,4-dichlorophenyl)-7-[({4-[(4-methyl-1,4- 
diazepan-1 -yl)methyl]-1 f 3-thiazol-2- 
yl}methyl)oxy>6-(methyloxy)quinazolin-4- 
amine 


)=v HN— fl~\-C\ 

-O IL S ^ H> - 


211 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(5- 
{[(phenylmethyl)oxy]methyl}-1,2,4-oxadiazoi- 
3-yl)methyl]oxy}quinazolin-4-amine 


°-N N— ^ 


212 


N-(3,4-dichlorophenyl)-7-{[(4-ethylmorpholin- 
2-yl)methyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


°)=\ HN-^^-CI 

N— ^ 


213 


N-fS^-dichlorophenyO-e-fmethyloxyJ^-f^- 
piperidin-4-yl-1 ,3-thiazol-4- 
y1)methyl]oxy}quinazolin-4-amine 


\=\ HN— ^~~V-CI 


214 


N-(3 t 4-dichlorophenyl)-6-(methyloxy)-7-({[2- 
(1 -methy!piperidin-4-yl)-1 ,3-thiazol-4- 
yl]methyl}oxy)quinazolin-4-amine 


^ = \Ji N ~(3~ cl 


215 


1 ,1 -dimethylethyl 4-[5-({[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yi]oxy}methyl)-1 ,2,4- 
oxadiazol-3-yl]piperazine-1 -carboxylate 


P 7 )=\ HN— ^ J-Cl 

X N )- y ^— ^ .N CI 
N -C> N— ^ 
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217 


N-(3,4-dichlorophenyl)-6-(methy!oxy)-7-{[(3- 
piperazin-1 -yl-1 ,2,4-oxadiazol-5- 
yl)methyl]oxy}quinazolin-4-amine 


>=\ HN— ^~~V"CI 
^N^N N— ^ 


218 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-({[3- 
(4-methylpiperazin-1 -yl)-1 ,2,4-oxadiazol-S- 
yI]methyl}oxy)quinazolin-4-amine 


^ N ^N N-* 
/N — 


219 


N-(3,4-dichlorophenyl)-7-({[5-(1- 
ethyIpiperidin-2-yI)-1,2,4-oxadiazol-3- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 




220 


N-(3,4-dichlorophenyl)-7-({[3-(4- 
ethylpiperazin-1 -yl)-1 ^^-oxadiazol-S- 
yl]methyl}oxy)-6-(methy!oxy)quinazolin-4- 
amine 


>=v HN— ^"V-CI 
II /? — ' >1 — (\ N CI 

•JO 


221 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({5- 
[4-(methyloxy)phenyl]-1,2,4-oxadiazol-3- 
yl}methyl)oxy]quinazolin-4-amine 


'Vl HN^Vc, 
°~N N— ^ 


222 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({2- 
[4-(trifluoromethyl)phenyI]-1,3-thiazol-4- 
yl}methyl)oxy]quinazo!in-4-amine 


FT*/* °>=v HN-^~V- CI 


223 


7-({[2-(4-chlorophenyl)-1,3-thiazol-4- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-arnine 


HN-^~\-CI 


224 


N-CS^-dichlorophenylJ^-^tS-CS^- 
dimethylisoxazoI^-ylJ-l^^-oxadiazoi-S- 
yl]methyl}oxy)-6-(methyloxy)quinazo!in-4- 
amine 


N?lT' °)=\ HN-/~Vd 

' X Xl — (\ ,N CI 
°"N N— ^ 


225 


7-{[(5-chloro-1-benzothien-3-yl)methyl]oxy}- 
N-(3,4-dichlorophenyl)-6- 
(methy!oxy)quinazolin-4-amine 


0 )=\ HN— ^~^-CI 
v/fl CI 

CI 
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226 


N-(3,4-dichlorophenyl)-7-[({3-[4-(1 ,1 - 
dimethylethyl)phenyl]-1,2,4-oxadiazol-5- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


°) = \ HN """^3" CI 
if \W ^— i ,N CI 


227 


N-(3,4-dichlorophenyl)-6-(rnethyloxy)-7«[({5- 
[2-(methyloxy)phenyl]-1,2,4-oxadiazol-3- 
yl}methyl)oxy]quinazolin-4-amlne 


fV° HN-fVc, 


228 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-({[5- 
(4-methylphenyl)-1 ^^-oxadiazol^- 
yl]methyl}oxy)quinazolin-4-amine 




229 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-({[1- 
(phenylmethyl)-l H-imidazol-2- 
yl]methyl}oxy)quinazolin-4-amine 


O— ^ >=< — ( 


230 


N-(3,4-dichlorophenyl)-7-({[3-(2,6- 
dichlorophenyl)-5-methylisoxazol-4- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


<_ yv 

>=v HN— ^ V— CI 


231 


N-(3 f 4-dichlorophenyl)-7-{[(6-fluoro-4H-1,3- 
benzodioxin-8-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


^ o )=^ N v_/ cl 

F 


232 


7-{[(3,5-dibromophenyl)methyl]oxy}-N-(3,4~ 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


Br °} = \ H / N "{"V CI 
Br 


233 


N-(3,4-dichlorophenyl)-7-{[(2,6- 
dif!uorophenyl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


F C V=\ HN-/^V-CI 
F 


234 


N-(3 f 4-dichlorophenyl)-6-(methyloxy)-7-t({3- 
[(pyridin^-ylsulfonyljmethyll-l^^-oxadiazol- 
5-yl}methyl)oxy]quinazolin-4-amine 


0 }=\ HlM-^""^-Cl 

N /S-^-N N-^ 
O 
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235 


N^S^-dichlorophenylJ-e-fmethyloxyJ-y-IKS- 
phenyl-1 ,2 f 4-oxadiazol-3- 
yI)methyl]oxy}quinazo!in-4-amine 


O °)=v HN-^Vci I 


236 


7-({[4-chIoro-2-(trifluoromethyl)quinolin-6- 
yl]methyl}oxy)-N-(3 f 4-dichlorophenyI)-6- 
(methyloxy)quinazolin-4-amine 


F N=(~V- y "^-^~,N Cl 


237 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[2- 
(1-methyIpyrrolidin-2-yl)ethyI]oxy}quinazolin- 
4-amine 




238 


N-(3,4-dichlorophenyl)-7-({[5-(1- 
ethylpiperidin-4-yl)-1,2,4-oxadiazol-3- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


X ^-<\ ,N Cl 
°-N N— ^ 


239 


N-(3,4-dichlorophenyI)-7-({[5-(1- 
ethylpiperidin-3-yl)-1 f 2,4-oxadiazol-3- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


\ C\ °y=\ HN-f~Vci 

°-N N— ^ 


240 


N-(3,4-dichlorophenyl)-7-({[2- 
(dimethylamino)-1,3-thiazbl-4-yl]methyl}oxy)- 
6-(methyloxy)quinazolin-4-amine 


)=\ HN— 1(~ V-CI 

\ 


241 


N-(3,4-dichlorophenyl)-7-{[(4-ethyl-1 f 4- 
oxazepan-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


^1, )=\ HN— ^~ \-c\ 


242 


N-(3,4-dichlorophenyl)-7-({[2-(1- 
ethylpiperidin-4-yl)-1,3-thiazol-4- 
ynmethyI}oxy)-6-(methyloxy)quinazolin-4- 
amine 




243 


N-(3 f 4-dich!orophenyl)-6-(methyloxy)-7-[({3- 
[(2S)-pyrrolidin-2-yl]-1,2,4«oxadiazol-5- 
yl}methyi)oxy]quinazolin-4-amine 


^-~\-N O— (\ >=< N =K 
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244 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({2- 
[(2S)-pyrrolidin-2-yl]-1 ,3-thiazoi-4- 
yI}methyI)oxy]quinazolin-4-amine 




245 


[4-({[4-[(3 f 4-dichlorophenyl)amino]-6- 
(methyioxy)quinazoIin-7-yl]oxy}methyI)-1,3- 
thiazoI-2-yl]methyl benzoate 


°)=\ HN— ^^-Cl 

o 


246 


[4-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yl]oxy}methyl)-1,3- 
thiazol-2-yl]methanol 


°)=\ HN-/""V-C1 


247 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(5- 
methyl^^^J-tetrahydrotl^lthiazoloIS^- 
c]pyridin-2-yl)methyl]oxy}quinazolin-4-amine 


°}=\ HN— ^~V-CI 


248 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-[({2- 
[(4S)-1 ,3-thiazolidin-4-yI]-1 ,3-thiazol-4- 
yl}methyl)oxy]quinazolin-4-amine 




249 


N-(3,4-dichloroph3nyl)-6-(methyIoxy)-7-{[(2- 
piperidin-2-yi-1 ,3-thiazol-4- 
yl)methyl]oxy}quinazolin-4-amine 


S=\ HN—^""V-CI 

/^f N N 


250 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[2- 
(1 -methy!piperidin-2-yl)-1 ,3-thiazoI-4- 
yl]methyl}oxy)quinazolin-4-amine 


C \=\ HN— ^~~V-CI 


251 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(2- 
piperidin-3-yI-1 ,3-thiazol-4- 
yl)methyl]oxy}quinazolin-4-amine 


>^^N N— ^ 

H 


252 


N^S^-dichlorophenylJ-e-CmethyloxyJ^-^p- 
(1 -methyipiperidin-3-yl)-1 ,3-thiazol-4- 
yl]methyl}oxy)quinazoIin-4-amine 


n 
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253 


N-(3,4-dichlorophenyl)-7-({[2-(1- 
ethylpiperidin-2-yl)-1,3-thiazoI-4- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 




254 


N-(3,4-dichlorophenyI)-7-({[2-(1- 
ethylpiperidin-3-yl)-1,3-thiazol-4- 
yl]methyl}oxy)-6-(methy!oxy)quinazolin-4- 
amine 




255 


N-(3 f 4-dichIorophenyl)-7-[({3-[(2S)-1- 
ethylpyrrolidin^-ylJ-l^^-oxadiazoI-S- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


~°>=\ HN-fVci 

^^S-K p~\\ >=< 


256 


N-(3,4-dichlorophenyl)-7-[({2-[(2S)-1- 
ethylpyrrolidin-2-yl]-1,3-thiazol-4- 
yI}methyl)oxy]-6-(methyloxy)quinazoIin-4- 
amine 


~°>=\ HN-fVci 


257 


N-(3,4-dichlorophenyl)-7-{[(5-ethyl-4,5,6,7- 

tetrahydro[1,3]thiazoIo[5,4-c]pyridin-2- 
yl)methyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 




258 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-{[(4- 
propyl-1 ,4-oxazepan-2- 
yl)methyI]oxy}quinazolin-4-amine 




259 


7-({[4-(cyclopropylmethyl)-1,4-oxazepan-2- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methytoxy)quinazolin-4-amine 




260 


N-(3,4-dichlorophenyl)-6-(methyioxy)-7-[({4- 
[2-(methyloxy)ethyl]-1 ,4-oxazepan-2- 
yi}methyl)oxy]quinazolin-4-amine 


0 )=\ HN— ^~V-CI 


261 


N-(3,4-dichlorophenyl)-7-({[4-(1-methylethyl)- 
1 ,4oxazepan-2-yl]methy1}oxy)-6- 
(methyIoxy)quinazolin-4-amine 


°)=V HN-^~~V-CI 
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262 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(2- 
piperazin-1 -yl-1 ,3-thiazol-4- 
yi)methyl]oxy}quinazolin-4-amine 


HN^ 


263 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-{[(5- 
pyrrolidin-2-yl-1,2,4-oxadiazoI-3- 
yl)methyl]oxy}quinazolin-4-amine 


°)=\ HN— ^~\-CI 
N"\csN v O—i. >=< X= < 


264 


N-(3,4-dichlorophenyl)-7-({[5-(1- 
ethylpyrrolidin-2-yl)-1,2,4-oxadiazol-3- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


}=\ HN— ^V-CI 
°"N N-* 


265 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-[({3- 
[(2S)-1 -methylpyrro!idin-2-yl]-1 ,2,4-oxadiazol- 
5-yl}methyl)oxy]quinazolin-4-amine 


C"' _0 >=\ HN^fVd 
^^VN ,0-\ )=< V =< 

N ~0 N— ^ 


266 


N-(3,4-dichlorophenyl)-6-(methyioxy)-7-[({2- 
[(2S)-1 -methyIpyrroIidin-2-yI]-1 ,3-thiazot-4- 
yl}methyl)oxy]quinazolin-4-amine 


0-£ W \=< 


267 


N-(3,4-dichlorophenyl)-7-({[2-(4- 
ethylpiperazin-1 -yl)-1 ,3-thiazol-4- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine 


~°>= HN-f>C. 
N o-<\ >=< x =< 


268 


N-(3,4-dichlorophenyl)-7-{[(1 ,4- 
dimethyIpiperazin-2-yl)methyi]oxy}-6- 
(methyIoxy)quinazoiin-4-amine 


N — v O— d /=={ X= < 
\ 


269 


7-{[(4-cycIopentyImorpholin-2-yl)methyI]oxy}- 
N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


°>=\ HN— ^~V-CI 


270 


N-(3,4-dichlorophenyl)-7-({[4-(1- 
methylethyl)morpholin-2-y!]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


— ( °)=\ HN— ^~^-CI 
N — v p-\ }={ 
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271 


N-(3,4-dich!orophenyl)-6-(methyloxy)-7-({[4- 
(3-phenylpropyl)morpholin-2- 
yl]methyl}oxy)quinazoiin-4-amine 


HN-fVc, 


272 


N-(3,4-dich!orophenyI)-6-(methyloxy)-7-[({4- 
[2-(methyloxy)ethyl]morpholin-2- 
yI}methyI)oxy]quinazoiin-4-amine 


-O. -O /r^v 
> — v )=\ hn — (f y-c\ 
, N \ P-4 >=< ^ 

^-O N— ^ 


273 


ethyl 2-[2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyioxy)quinazolin-7- 
yl]oxy}methyI)morpholin-4-yl]propanoate 


Vo^" -o 
— ( )=v hn-^ y-ci 

N— v O— (\ >=< X =< 
>-0 N— ^ 


274 


N-(3,4-dichlorophenyl)-7-{[(4-hex-5-en-1- 
yImorpholin-2-yl)methyI]oxy}-6- 
(methyloxy)quinazolin-4-amine 


y — V 0 }=\ HN— /~ %-CI 
/ — ' N-\ O— (\ >=< N =< 

^-O N— ^ 


275 


2-({2-[2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7- 
yl]oxy}methyl)morphoIin-4- 
yl]ethyI}oxy)ethanol 


/ — *v °)=\ HN— /~%-CI 
N-v p— (\ )=< N =< 
HO — ' ( ) — ' ^ — (\ N CI 

N— ^ 


276 


methyl 3-[2-({[4-[(3,4-dichIorophenyl)amino]- 
6-(methyloxy)quinazolin-7- 
yl]oxy}methyl)morpholin-4-yl]propanoate 


°K -° v 

N — S, )=\ HN-^ ^-Cl 
N— V p— <\ )=< N= \ 

N— ^ 


277 


6-[2-({[4-[(3 f 4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7- 
yl]oxy}methyl)morpholin-4-yI]hexanenitriIe 




278 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(tetrahydro-2H-pyran-2-yimethyl)morpho!in- 
2-yl]methyl}oxy)quinazolin-4-amine 


^-O N— ^ 


279 


4-[2-({[4-[(3 l 4-dichIorophenyl)amino]-6- 

(methyloxy)quinazo!in-7- 
yI]oxy}methyl)morpholin-4-yl]butanenitrile 


^ — ^ 0 )=\ HN— ^~\-CI 

, n— \ 0-4 )=< \=< 

< >^ Ms /N CI 
N— ^ 
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280 


N-(3,4-dichlorophenyl)-7-[({4-[(4« 
fluorophenyI)methyI]morpholin-2- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


F— {~ ^ — °>=\ HN— ^%-C\ 

cy h> - 


281 


methyl 5-[2-({[4-[(3,4-dichlorophenyl)amino]- 
6-(methyloxy)quinazoIin-7- 
yI]oxy}methyl)morpholin-4-yl]pentanoate 


o=< < y^ n ci 

O— ^-O N— ^ 


282 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
oct-7-en-1-ylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


/ — V )=\ HN— /~~V-Ct 


283 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
propylmorpholin-2-yl)methyl]oxy}quinazolin- 
4-amine 


\ — ^ 0 )=\ HN-^~^-CI 
N — \ O— £ >=< 

cy m> 


284 


6-[2-({[4-[(3,4-dichlorophenyI)amino]-6- 

(methy!oxy)quinazolin-7- 
yl]oxy}methyl)morpholin-4-yl]hexan-1-ol 


^-OH N-^ 


285 


7-{[(4-acetylmorpholin-2-yl)methyl]oxy}-N- 
(3,4-dichlorophenyl)-6-(methyloxy)quina2oIin- 
4-amine 


— <( \=\ HN— ^ V-CI 
N-O N— ^ 


286 


7-({[4-(cyclopropylmethyl)morpholin-2- 
yI]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


t> — \ °>=\ HN— f~\-a 

N-\ O— (\ )=< N =< 

< V' m;n bi 


287 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
prop-2-yn-1 -ylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-arnine 


Vj — v p— ^ V=< ~^ = \ 
<~V ^MTJn b 


288 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
pyridin-4-yImorphoIin-2- 
yl)methyl]oxy}quinazolin-4-amine 


Q _0 >= HNHf>CI 
N— V D— 4, /={ X== \ 

N— ^ 



244 



WO 2004/006846 



PCI7US2003/021923 



289 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(pyridin-2-ylmethyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


)=\ HN-^V-CI 
N /""A, P\ /=< M 
^-O N— ^ 


290 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
pent-2-yn-1 -ylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


^ = \ °}=\ HN—^~V-CI 
N-\ p— £ )=< 


291 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[2- 
(4-methyIpiperazin-1 -yl)-1 ,3-thiazol-4- 
yl]methyljoxy)quinazolin-4-amine 


X 0 "°>=v HN^f>CI 


292 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[5- 
(1 -methy!pyrrolidin-2-yl)-1 ,2,4-oxadiazol-3- 
yl]methyl}oxy)quinazo!in-4-amine 


^1 °}=\ HN— ^~V-CI 
N"\^N O-L )=< X =< 

°-N 


293 


N- (3-chioro-4-fl uorophenyI)-7-{[(4- 
methylmorphoIin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN — 
N — v p-6, >=< N=( 


294 


7-{[(4-butyl-1,4-oxazepan-2-yl)methyl]oxy}-N- 
(3,4-dichIorophenyl)-6-(methyloxy) 
quinazolin-4-amine 


\ >=\ HN — ^-Cl 


295 


(3,4-dichlorophenyl)[7-(methyloxy)-6-({[4-(2- 
methylpropylj-l^-oxazepan^-yljmethyljoxy) 
quinazolin-4-amine 




296 


7-{[(4-acety!-1 -ethyIpiperazin-2- 
yl)methyl]oxy}-N-(3,4-dich!orophenyl)-6- 
(methyloxy)quinazolin-4-amine 


O — O v ^\ 
— X )=\ HN— \ V-CI 
N-\ O— (\ >=< 

^— 1^ N— ^ 


297 


(3,4-dichlorophenyl)(6-(methyloxy)-7-{[(4- 
pentyl-1 ,4-oxazepan-2-yl)methyl]oxy} 
quinazolin-4-amine 
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298 


(3,4-dichlorophenyl)[6-(methyloxy)-7-({[4- 
(tetrahydro-2H-pyran-2-ylmethyl)-1,4- 
oxazepan-2-yl]methyl}oxy)quinazolin-4- 
amine 




299 


(3,4-dichlorophenyl)[6-(methyloxy)-7-({[4-(3- 
thienylmethyl)-1 ,4-oxazepan-2-yI]methyl}oxy) 
quinazolin-4-amine 




300 


N-[4-chloro-2,5-bis(methyIoxy)phenyI]-7-{[(4- 
methylmorpholin-2-yl)methyI]oxy}-6- 
(methyloxy)quinazo!in-4-amine 


O— 

\ )=v HN-^y-CI 
N-\ 0— (v >=< )= / 


301 


N-(3-bromo-2-methylphenyl)-7-{[(4- 
methylmorpholin-2-yi)methy)]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)==\ HN-^~\ 
N ^v P~\\ >=< >=< 


302 


7-{[(4-methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)-N-(3,4,5- 
trichlorophenyl)quinazolin-4-amine 


CI 

\ )=\ HN-^y-CI 
N — v O— (\ >=< X =< 

N— ^ 


303 


N-(3-chloro-2 methylphenyl)-7-{[(4- 
methylmorpholin-2-yI)methyI]oxy}-6- 
(methyloxy)quinazolin-4-amine 


X N— v 0-2 %=^ N 


304 


N-(3,4-dichlorophenyl)-7-{[(4-ethanimidoyl- 
1 ,4-oxazepan-2-yl)methyl]oxy}-6- 
(methyloxy)quinazoIin-4-amine 




305 


N-(4-bromo-2-fluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


N — v P-\\ )==< 
^-O N— ^ 


306 


N-(5-chloro-2-fluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


CI 

\ )=\ HN ~ \/ 
N-\ p-<\ >=< )= / 
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307 


N-(4-chIoro-2-fIuorophenyi)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methy!oxy)quinazolin-4-amtne 


N~v p-(v >=< )= / 


308 


N-(2,4-dichloropheny!)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazo!in-4-amine 


\-0 N— ^ 


309 


N-(2,4-dibromophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyIoxy)quinazolin-4-amine 


-o Br \ 

\ }=\ HN-^~^-Br 
\-0 N— ^ 


310 


7-{[(4-methylmorpholin-2-yl)methyI]oxy}-6- 
(methyloxy)-N-(2,3,4- 
trichlorophenyl)quinazolin-4-amine 


-o CI W CI 


311 


N-(3,4-dichiorophenyl)-7-{[(1-ethyl-4- 
methylpiperazin-2-yI)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ HN-^V-CI 
N — y O— 4 )=< \=< 


312 


N'-cyano-2-({[4-[(3,4-dichlorophenyl)amino]- 

6-(methyloxy)quinazoIin-7- 
yl]oxy}methyl)morpholine-4-carboximidamide 


\ 

H 2 N— \ )=\ HN— T ^-CI 
N — v 0-<\ )=< 

^—O N— ^ 


313 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[2- 
(pyrroIidin-1 -ylmethyl)-1 ,3-thiazol-4- 
yI]methyl}oxy)quinazolin-4-amine 


°)=\ HN—/~V-CI 


314 


N-(3,4-dich!orophenyl)-6-(methyloxy)-7-({[4- 
(tetrahydro-2H-pyran-4-yl)morpho!in-2- 
yl]methyl}oxy)quinazolin-4-amine 


^ — ( )=\ HN—^ \-CI 
N — \ O— <\ )=< X =< 


315 


N-(3,4-dich!orophenyl)-7-({[4-(2- 
ethyIbutyl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


) — ^ °}=\ HN-^V-Cl 
/ N "\ /°"\ /=< ^ 
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316 


7-({[4-(cyclohexylmethyl)morpholin-2- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


(~)-^ )=\ HN-^V-CI 
X — N— \ 0— (\ >=< X =< 

N— ^ 


317 


2-[2-({[4-[(3 f 4-dichlorophenyI)amino]-6- 
(methyloxy)quinazoIin-7- 
yl]oxy}methyl)morpholin-4-yl]ethanol 


> — S. )=\ HN— ^-Cl 

N- \ p-<\ }=< 


318 


7-{[(4-but-2-yn-1 -yImorphoIin-2- 
yi)methyl]oxy}-N-(3,4-dichlorophenyI)-6- 
(methyloxy)quinazolin-4-amine 




319 


7-{[(4-cycIobutyImorpholin-2-yl)methyI]oxy}- 
N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


^ °)=\ HN-^V-CI 
< W M /N CI 


320 


N-(3,4-dichlorophenyl)-7-[({4-[2-(1,3- 
dioxolan-2-yl)ethyl]morpho!in-2- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


c° 

> — )=\ HN-^^-Cl 
N — y p— £ >=< ^=< 


321 


7-({[4-(2-cyclohexylethyl)morpholin-2- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazoIin-4-amine 


N — s, >=\ HN— ^ y-CI 
N — v p— (v )==< X = : < 


322 


N-(3,4-dichlorophenyl)-7-[({4-[2-(1 ,3-dioxan- 
2-yl)ethyl]morphoIin-2-yl}methyl)oxy]-6- 
(methyloxy)quinazolin-4-amine 


o 

<K -o /r^v 

N — ^ )=\ HN— V-CI 
N^, 0-<\ /=( X= \ 

^-O N— ^ 


323 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-{[(4- 
pent-4-en-1 -ylmorphoIin-2- 
yl)methyI]oxy}quinazolin-4-amine 


/ — *v °)=\ HN-^^-CI 
/7— / N— v O— (\ }=< N =< 

' <~V MTJn ci 

N— ^ 


324 


N-(3,4-dich!orophenyl)-7-[({4-[(2R)-2- 
methylbutyI]morpholin-2-yl}methyl)oxy]-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN-^~\-CI 
* N — \, O— (\ >=< x =< 
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325 


N-(3,4-dichlorophenyI)-7-({[4-(4- 
fluorobutyl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazo!in-4-amine 


/ — V HN— ^\-CI 
> — f N-\ p-\ )=< X= \ 


326 


3-[2-({[4-[(3,4-dichlorophenyl)amino]-6- 

(methyloxy)quinazolin-7- 
yI]oxy}methyl)morpholin-4-yl]butan-2-one 


— ( )=\ HN— « V-CI 
N — v 0-\ )=< 

^-O N— ^ 


327 


1-[2-({t4-[(3 f 4-dichlorophenyl)amino]-6- 

(methyloxy)quinazolin-7- 
yl]oxy}methyI)morphoiin-4-yl]butan-2-one 


V~\ )=\ HN \ T CI 
O N-\ O— (\ >=< X =< 


328 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
pentylmorpholin-2-yl)methyl]oxy}quina2olin- 
4-amine 


/ — \ 0 )=\ HN— ^ %— CI 
y — N— v O— (\ >=< X =< 


329 


N-(3,4-dichlorophenyl)-7-{[(4-hexy!morpholin- 
2-yl)methyl]oxy}-6-(methyloxy)quinazolin-4- 
amine 


j — V 0 )=\ HN—^^-CI 


330 


N-(3,4-dichlorophenyl)-7-{[(4- 
heptyImorpholin-2-yl)methyl]oxy}-6- 
(methy!oxy)quinazoIin-4-amine 


/ — ' N— v O— W >=< X =( 
' ^-O N— ^ 


331 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
octylmorpholin-2-yl)methyi]oxy}quinazolin-4- 
amine 


> — 0 )=\ HN— ^V"CI 

/ — f n—\ p—L )=< x =< 


332 


N-(3,4-dich!orophenyl)-6-(methyloxy)-7-({[4- 
(2-phenylethyl)morpholin-2- 
yl]methyi}oxy)quinazolin-4-amine 


> — \ >=\ HN— ^ V-CI 
N-\ p-\\ )==< 


333 


7-{[(4-butylmorphoiin-2-yl)methyI]oxy}-N-(3 I 4- 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


— V )=\ HN— ^~~\-CI 
N-\ 0-£ )=< X=== ( 
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334 


N-(3 l 4-dichlorophenyl)-6-(methyloxy)-7-{[(4- 
prop-2-en-1 -ylmorpholin-2- 
yi)methyl]oxy}quinazolin-4-amine 


°)=\ HN— ^V-CI 

C/- 7 CI 
V-O N— ^ 


335 


2-[2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazoIin-7- 
yl]oxy}methyl)morphoIin-4-yI]-1 - 
phenylethanone 


Q -o ^ 

V^v )=\ HN— \ y-c\ 
O N-x OHx )=< \=< 


336 


N-(3,4-dichIorophenyl)-7-({[4-(2- 
fluoroethyl)morpholin-2-yI]methyl}oxy)-6- 
(methy!oxy)quinazolin-4-amine 


F>s — °)=\ HN— \~C\ 

/ N ~V/° v)=< M 


337 


N-(3,4-dichlorophenyl)-7-({[4-(3-methylbut-2- 
en-1-yl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-am ine 


}=\ HN— (( ^-Cl 
N — v 0-<\ >=( X =< 


338 


7-[({4-[(2E)-3-bromoprop-2-en-1- 
yl]morphoiin-2-yl}methyl)oxy]-N-(3,4- 
dichlorophenyl)-6-(methyloxy)quinazolin-4- 
amine 


^ — \ )=\ HN— \ V-CI 
N-\ W \=< 


339 


2-[2-({[4-[(3,4-dich!orophenyl)amino]-6- 

(methyloxy)qujnazolin-7- 
yl]oxy}methyl)morpholin-4-yl]acetamide 


H 2 N -O /T^\ 
A— \ >=\ HN— \ ?-CI 


340 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7<-[({4- 
[3-(tetrahydro-2H-pyran-2-yloxy)propyl]-1,4- 
oxazepan-2-yl}methyl)oxy]quinazolin-4- 
amine 


.0^°^^\ °>=v HN— ^ CI 


341 


N-(3,4-dichlorophenyI)-7-({[4-(3-methylbutyl)- 
1 f 4-oxazepan-2-yl]methyl}oxy)-6- 
(methyloxy)quinazo!in-4-amine 


1 f ~\_J'~vJ=< ^ 


342 


7-({[4-(cyclohexyimethyl)-1 l 4-oxazepan-2- 
yilmethyljoxyj^-t^^-dichlorophenyljmethyl]- 
6-(methyloxy)quinazoline 
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343 


7-({[4-(2-cyclohexyIethyl)-1 ,4-oxazepan-2- 
yI]methyl}oxy)-4-[(3,4-dichlorophenyl)methyl]- 
6-(methyIoxy)quinazoline 


^ r v /, N ci 

\-0 N— ^ ; 


345 


N-(3,4-dichlorophenyl)-7-({[4-(2-ethylbutyl)- 
1 ,4-oxazepan-2-yl]methyl}oxy)-6- 
(methyloxy)quinazoiin-4-amine 


-3 == \_i/ N_ C3~ ci 


346 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-({[4- 
(methylsulfonyl)-l ,4-oxazepan-2- 
yl]methyl}oxy)quinazolin-4-amine 


0*S*° °)=\ HM— ^V-CI 


347 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(1-methylpiperidin-4-yl)morpholin-2- 
yl]methyI}oxy)quinazolin-4-amine 


\ 

N — v 

W "%v HNHfVci I 
N— ^ 


348 


N-(3-chloro-2-fluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °>=\ HN-/~^ 
N — v O— (\ >=< >=< 


349 


N'-cyano-a-ttK-KS^-dichlorophenyOamino]- 
6-(methyloxy)quinazolin-7-yl]oxy}methyl)-1 f 4- 
oxazepane-4-carboximidamide 


N 

L. /=\ HN— \ y-CI 


350 


N-(3-bromo-4-methylphenyl)-7-{[(4- 
methylmorpholin-2-yl)methyI]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ )=\ HN— 


351 


N-(3,4<lich!orophenyl)-7-{[(1 ,4- 
diethyIpiperazin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


— \ 0 }=\ HN— /~~V-CI 
N "\ P~\\ )=< N =\ 


352 


4-({[4-[(4-bromo-2-fluorophenyl)amino]-6- 
(methyloxyJquinazoIin^-ylloxyJmethyfJ-N'- 
cyanopiperidine-1 -carboximidamide 


R 

}=\ HN— ^ Br 
NC-N / — v p—(\ )=< 

H 2 N N — ' N— ^ 
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353 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(methy!sulfonyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


*S*° °>=\ HN-/~\-CI 
N^v P~\\ >=< 

V-o N— ^ 


354 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({4- 
[(phenylmethyl)sulfonyl]morpholin-2- 
yl}methyl)oxy]quinazolin-4-amine 




355 


N-(3,4-dichlorophenyl)-7-[({4-[(4- 
fIuorophenyI)sulfonyl]morpholin-2- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


~>° W HN-<fVci 
° N — s. O— (\ >==< N =\ 


356 


N-(3,4-dichlorophenyl)-7-({[4- 
(ethylsuIfonyl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


o«S. >=\ HN-f VCI 
U N — y 0-4 >=< X= < 

N— ^ 


357 


N-(3,4-dichIorophenyl)-6-(methyioxy)-7-({[4- 
(phenylsulfonyI)morpholin-2- 
yI]methyl}oxy)quinazo!in-4-amine 


^- -TV 

*S.' U )=v HN-f VCI 
u N — \ O— (\ >=< X =< 

V-o N— ^ 


358 


7-[({4-[(3-chloropropyl)sulfonyl]morpholin-2- 
y!}methyl)oxy]-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


CI— v 

c? s if c3=\j< n ^O~ ci 


359 


7-({[4-(butylsulfonyl)morphoiin-2- 
yl]methyl}oxy)-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


^T^S'- 0 °>=\ HN— ^"V-CI 
O-^ MjN CI 


360 


N-(3,4-dichloropheny!)-6-(methyloxy)-7-[({4- 
[(4-methylphenyI)sulfonyI]morpholin-2- 
yl}methyl)oxy]quinazolin-4-amine 


\ 

^ -o ^ 

<<A }=\ HN-f V-CI 
° N— v p— (\ >=< 


361 


N-(3,4-dich!orophenyl)-7-[({4-[(3,5- 
dimethylisoxazol-4-yl)carbonyI]morphoIin-2- 
yl}methyl)oxy]-6-(methyloxy)quinazolin-4- 
amine 


0=< )=\ HN-/?-CI 
N— \ p— d )=< ^=< 

^-O N— ^ | 
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362 


N-(3,4-dichlorophenyI)-6-(methyloxy)-7-{[(4- 
{[3-(methyloxy)phenyl]acetyl}morphoIin-2- 
yi)methyljoxy}quinazolin-4-amine 




363 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(2-methylpentanoyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


0=< >=\ HN— \ V-CI 

< /N CI 
^-O N— ^ 


364 


7-[({4-[(4-butylphenyl)carbonyl]morphoIin-2- 
yl}methyl)oxy]-N-(3,4-dichIorophenyI)-6- 
(methyloxy)quinazolin-4-amine 


p~\ p~\ /=< M 

< W Ms ,N CI 


365 


7-[({4-[(4-chlorophenyi)acetyI]morpholin-2- 
yl}methyl)oxy]-N-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


P — Q /r-\ 
/— { >==\ HN— ^ V-CI 

CI 


366 


N-(3,4-dichlorophenyl)-6-(methyioxy)-7-({[4- 
(2-propylpentanoyI)morpholin-2- 
yl]methyi}oxy)quinazolin-4-amine 


o=< x >=\ hn-^ y-ci 


367 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(4-rnethylpentanoyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


0=< )=v HN— ^ ^-Cl 
S-O N— ^ 


368 


N-(3,4-dichlorophenyl)-7-[({4-[(2,5- 
difluorophenyl)carbonyI]morpholin-2- 
yI}methyl)oxy]-6-(methyloxy)quinazo!in-4- 
amine 


M N-\ P-4 >=< M 
F < W M ,N CI 


369 


7-({[4-(cyclopentylcarbonyl)morpholin-2- 
yllmethyl^xyJ-N-tS^-dichlorophenylJ-e- 
(methyloxy)quinazolin-4-amine 


ry/ ~°>=\ hn-^~Vci 

N — v O— (\ )=< 
^-O N— ^ 


370 


N-CS^-dichlorophenylJ-e-Cmethyloxy)^-^^- 
(2-phenyIbutanoyl)morphoIin-2- 
yl]methyl}oxy)quinazolin-4-amine 
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371 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({4- 
[(2 l 3,6-trifluorophenyl)carbonyl]morpholin-2- 
yl}methyi)oxy]quinazolin-4-amine 


F 

fi-f "°U HN-fVd 
>=< N-A .0-\ >=< 
F F (_ H 'Mx N CI 
\-0 N— ^ 


372 


N-(3,4-dichlorophenyl)-7-({[4-(furan-3- 
y!carbonyl)morpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


Qnf "°>=\ HN-f>CI 
N-\ P~\\ )=< N =< 

N-O N— ^ 


373 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-{[(4- 
propanoylmorpholin-2- 
yl)methyl]oxy}quinazoIin-4-amine 


0=^ )=\ HN-/~~\-CI 


374 


N-(3 f 4-dichlorophenyl)-7-{[(4- 
hexanoylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


/—\ \=\ HN— f X )-CI 


375 


N-(3,4-dichlorophenyI)-7-({[4-(2- 
ethylhexanoyl)morpholin-2-y|]methyl}oxy)-6- 
(methyioxy)quinazolin-4-amine 


W )=v HN-fVci 


376 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[4- 
(3-phenylpropanoyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


/V7^ >=\ HN-f VCI 

N— ^ 


377 


N-(3,4-dichlorophenyl)-7-({[4-(2,2- 
dimethyIpropanoyl)morphoIin-2- 
yl]methy!}oxy)-6-(methyloxy)quinazolin-4- 
amine 


0=^^" °)=\ HN-^~V-CI 


378 


N-(3,4-dichlorophenyl)-6-(methy!oxy)-7-({[4- 
(naphthalen-1-y!carbonyl)morpholin-2- 
yl]methyl}oxy)quinazo!in-4-amine 


/— \ N — v p-<\ )=( X =< 


379 


7-[({4-[(2-chloropyridin-3- 
yl)carbonyl]morpholin-2-yl}methyl)oxy]-N- 
(S^-dichlorophenylJ-S-fmethyloxyJquinazoIin- 
4-amine 


<TVf _0 >=\ HN-fVci 

ci r y-t ^-i n ci 

^-O N— ^ 
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380 


7-[({4-[(6-chloropyridin-3- 
yI)carbonyI]morpholin-2-yl}methyl)oxy]-N- j 
;3,4-dichlorophenyl)-6-(methyIoxy)quinazolin- 
4-amine 


c| — (\ >=\ HN — v VCI 

v-y n-\ p-(v >=( 


381 


7-({[4-(1 ,3-benzodioxol-5- 
ylcarbonyl)morpholin-2-yl]methyl}oxy)-N-(3,4- 
dichlorophenyl)-6-(methy!oxy)quinazolin-4- 
amine 


o/Vf ~°>=\ hnhTVci 

/ N— \ O— (v >=< X =< 


382 


N-(3,4-dichlorophenyl)-6-[(1 - 
methylethyl)oxy]-7-[(morpholin-2- 
yImethyl)oxy]quinazolin-4-amine 


^ _( \=\ HN-^~~V-CI 
HN — s> p-6 )=< X =< 


383 


N-(3,4-dichlorophenyl)-6-{[2- 
(methyloxy)ethyl]oxy}-7-[(morpholin-2- 
ylmethyl)oxy]quinazoIin-4-amine 


"o^" 0 )^ HN— ^V-CI 
HN — y p-<\ )=< X =< 


384 


N-(3,4-dichlorophenyl)-6-(ethyloxy)-7- 
[(morpho!in-2-yimethyl)oxy]quinazolin-4- 
amine 


)=\ HN— V-CI 
HN — v p-£ )==< X =< 


385 


N-(3,4-dichlorophenyl)-6-(ethyIoxy)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}quinazolin- 
4-amine 


\ )=V HN— ^-Cl 
N-\ P~<\ >=< ^=< 

^-O N— ^ 


386 


N-(4-bromo-2-methylphenyl)-7-{[(4- 
methylmorpholin-2-yl)methy!]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °}=\ HN-^~\-Br 
N— \ p-4 )=< )=' 


387 


N-(4-chloro-3-methylphenyl)-7-{[(4- 
methyImorpholin-2-yi)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN-^V-CI 
N — v p— (\ )=< X =< 


388 


N , -cyano-2-({[4-[(3,4-dichlorophenyl)amino]- 
6-(methy!oxy)quinazo!in-7-yl]oxy}methyl)-N- 
methylmorphoIine-4-carboximidamide 


\ 

HN-^ )=v HN— y-C\ 
N — y p-4 >=< 
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389 


N-(4-bromo-3-chlorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °}=\ HN— ^~~^-Br 
N — v p-£ )=< 


390 


N-(3,4-dich!orophenyI)-6-[(1 - 
methy!ethyl)oxy]-7-{[(4-methylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


\ ^" < %=\ HN-^V-C! 
N — v 0~<\ )=< X =< 


391 


N-(3,4-dichlorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6-{[2- 
(methyloxy)ethyl]oxy}quinazo!in-4-amine 


N— \ 0-<\ >=< X =< 


392 


N-(4-bromo-2-chiorophenyl)-7-{[(4- 
methylmorpholin-2~yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN-^~~^— Br 
N— v p— (\ )=< )= / 

N— ^ 


393 


7-{[(4-acetyl-1,4-oxazepan-2-yl)methyl]oxy}- 
N-(3,4-dichlorophenyI)-6- 
(methyloxy)quinazoIin-4-amine 


"^f 0 )=\ HN— /""V-CI 


394 


4-[(3,4-dichlorophenyl)amino]-7-{[(4- 
methylmorpholin-2-yl)methy!]oxy}quinazolin- 
6-ol 


\ 

N-\ HO v /r^\ 
{ ) — ^ \=vHN— fj/~ ci 

0 " H W^N CI 


395 


N-(3-bromo-4-chlorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyI]oxy}-6- 
(methyioxy)quinazoIin-4-amine 


rV y0 "M = ^N Br 


396 


3-[2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7- 
yI]oxy}methyl)morphoIin-4-yi]-3-oxopropanoic 
acid 


y — ^° y=\ hn— /~\-ci 


397 


methyl 4-[2-({[4-[(3 f 4-dichlorophenyl)amino]- 

6-(methyloxy)quinazolin-7- 
yi]oxy}methyl)morpholin-4-y!]-4-oxobutanoate 


n — v p— (\ >=< x =< 
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398 


N-(3,4-dichlorophenyl)-7-{[(4- 
methylmorpholin-3-yl)methyl]oxy}-6- 
(methyloxy)quinazo!in-4-amine 


/ °)=\ HN-^V-CI 
/ N pr\ >=< | 


399 


N-(3-bromo-2-chlorophenyl)-7-{[(4- 
methyImorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazoIin-4-amine 


Cl Br 


400 


N'-cyano-2-({[4-[(3,4-dichIorophenyl)amino]- 
6-(methyloxy)quinazolin-7-yl]oxy}methyl)-N- 
[2-(methy!oxy)ethyl]morpholine-4- 
carboximidamide 


\ NH -O _^~V_ 
N=< )=\ HN— V V-CI 

^-O N— ^ 


401 


N-cyano^-HK-fCa^-dichlorophenyOamino]" 
6-(methy!oxy)quinazolin-7-yl]oxy}methyI)-N- 
ethylmorpholine-4-carboximidamide 


K 

HN— ^ )=\ HN — v V-CI 


402 


[(1E)-[2-({[4»[(3,4-dichlorophenyI)amino]-6- 

(methyloxy)quinazolin-7- 
yI]oxy}methyt)morpholin-4-yl](piperidin-1- 
yl)methylidene]cyanamide 


o 

N=< W\ HN-^ V-CI 
/ y N \ P-i >=< M 


403 


[(1E)-[2-({[4-[(3,4-dichlorophenyI)amino]-6- 

(methyloxy)quinazolin-7- 
yl]oxy}methyl)morpholin-4-yl](pyrrolidin-1- 
yl) m ethyl idene]cyanam ide 


o 

N=< >=v HN— r V-CI 

/ N^v P~<\ >=< M 
N < W ^-<S ,N Cl 


404 


[(lEJ-p-Cf^-ffS^-dichlorophenylJaminoJ-S- 
(methy!oxy)quinazoIin-7- 
yl]oxy}methyl)morpholin-4-yl](4- 
methylpiperazin-1-yl)methylidene]cyanamide 


/ 

0 -o 

N=< )=v HN— ^V-CI 
/ N— w o~4 )=< X =< 

^-0 N-^ 


405 


N-tS^-dichlorophenylJ^-fKe-ethyl^^- 
dimethylmorpholin-2-yl)methyl]oxy}-6- 
(methyIoxy)quinazoIin-4-amine 


\ °)=\ HN-/" V-CI 


406 


N-(4-bromo-3-methylphenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazoIin-4-amine 


\ °)=\ HN— ^\-Br 
N~\ P-\\ )==< X= \ 
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407 


N^S^-dichlorophenylJ-y-iKe^- 
dimethylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


°}=\ HN-^~\-CI 
HN-\ p-\ )=< X =< 


408 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7- 
{[(4,6,6-trimethyImorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


\ )=\ HN-^^-CI 
/ N ~A /=< ^ 


409 


N^S^-dichlorophenylJ-y-t^^S.S- 
dimethylmorpholin-2-yl)ethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


"A -O. ^ 
HN O >=\ HN-^ >-Cl 

N— ^ 


410 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[2- 
(4 I 5,5-trimethylmorphoIin-2- 
yl)ethyl]oxy}quinazolin-4-amme 


— N O >=\ HN— (' ?-CI 


411 


1,1-dimethylethyI 2-(2-{[4-[(3,4- 
dichlorophenyl)amino]-6- 
(methyIoxy)quinazoIin-7-yl]oxy}ethyl)-5,5- 
dimethyImorpholine-4-carboxylate 


O. "V— v — O. 17— \ 
1 V-N O >=\ HN— f X >-CI 


412 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7- 
{[(4,5,5-trimethylmorphoIin-2- 
yl)methyl]oxy}quinazolin-4-amine 




413 


N-(4-bromo-2,3-dichlorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


N— ^ 


414 


N-(4,5-dichloro-2-fluorophenyl)-7-{[(4- 
methyImorpholin-2-yl)methyI]oxy}-6- 
(methyloxy)quinazolin-4-amine 


CI 

\ )=\ HN-^V-CI 
N— \ O— (\ >=< )= / 

\-0 N— ^ 


415 


N-(3,4-dichlorophenyl)-6-(methyIoxy)-7-{[2- 
(4 l 6,6-trimethylmorpholin-2- 
yl)ethyI]oxy}quinazolin-4-amine 
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416 


N-(4-bromo-2,3-difluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyIoxy)quinazolin-4-amine 


\ }=\ HN-/~~V-Br 

<_ >— ' M , N F F 


417 


N-(4-bromo-2 > 5-difluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


F 

\ )=\ HN-^V-Br 
N— ^ 


418 


N-(4-bromo-3,5-difluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyioxy)quinazoIin-4-amine 


F 

\ )=\ HN— Br 


419 


N-(3,4-dichIoro-2-methylphenyl)-7-{[(4- 
methyImorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN— ^V-CI 


420 


N^S^-dichlorophenylJ^-a^R.SS^SJ-S^- 
dimethylmorpholin-2-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


°)=\ HN— ^~^-CI 
HN — v 0-(v >=< ^=< 
„„/ \,„/ >&_^ N CI 

^-C> N— ^ 


421 


N-(3,4-dichlorophenyl)-6-(methyloxy)-7- 
({[(2R,5S,6S)-4,5,6-trimethylmorpholin-2- 
yl]methyI}oxy)quinazolin-4-amine 


\ )=\ HN— ^~\-CI 
N^. O— (\ )=< X =( 

„„/ \ IM / M Q| 


422 


N-CS^-dichlorophenylJ-S-Cmethyloxy)^- 
({[(2S,5S,6S)-4,5 l 6-trimethylmorpholin-2- 
yl]methyl}oxy)quinazolin-4-amine 


\ °)=\ HN-^^-CI 
N — v O— W )=< X =< 


423 


N-(4-bromo-3-chloro-2-methylphenyl)-7-{[(4- 
methylmorphoIin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazoIin-4-amine 


\ )=\ HN-^V-Br 
N^v P^v /=i s = \ 

^-O N— ^ 


424 


N-(4-bromo-5-chloro-2-fluorophenyi)-7-{[(4- 
methylmorpholin-2-yj)methyl]oxy}-6- 
(methy!oxy)quinazolin-4-amine 


CI 

\ )=\ HN— ^\-Br 
N — v p—6 )=< >= / 

j \-0 N-^ 
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425 


N-(4-bromo-3-chloro-2-fluorophenyl)-7-{[(4- 
methylmorpholin-2-yl)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ )=\ HN— Br 
N — v 0-\ )=< >=\ 

C M ,NF CI 
^-O N— ^ 


426 


N-(3,4-clichloro-2-fluorophenyl)-7-{[(4- 
methyImorpholin-2-yI)methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


\ °)=\ HN— ^\-CI 
{J-S M ,NF CI 


427 


N-(3-ch!oro-2,4-difIuorophenyl)-7-{[(4- 
methylmorpholin-2-yI)methyl]oxy}-6- 
(m ethy!oxy)qu inazol in-4-am ine 


\ °>=\ HN—^V-F 


428 


N-(2,3-dichloro-4-methylphenyl)-7-{[(4- 
methylmorpholin-2-y))methyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


CI CI 


429 


6-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)-3,3,4- 
trimethylmorpholin-2-one 


O. )=v HN-/~~^-CI 
/ 


430 


N-(4-bromo-2,3-dichlorophenyl)-6- 
(methy!oxy)-7-{[(4,5 l 5-trimethyImorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 




431 


N-(4-bromo-5-chloro-2-fluorophenyl)-6- 
(methyloxy)-7-{[(4,5,5-trimethy!morpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


CI 

\ )=v HN-V?--Br 


432 


N-(4,5-dichloro-2-fluorophenyl)-6- 
(methyIoxy)-7-{[(4,5,5-trimethylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


CI 

\ )=\ HN-^y-CI 


433 


N-(3,4-dichloro-2-fIuorophenyl)-6- 
(methyloxy)-7-{[(4 i 5 l 5-trimethylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


\ °)=\ HN— ^~^-CI 
v N-a p-<\ >=< >=< 
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434 


N-(4-bromo-3-chIoro-2-fluorophenyI)-6- 
(methyloxyj-y^^^^-trimethyimorpholin^- 
yl)methyl]oxy}quinazolin-4-amine 


\ °)=\ HN-/~~V- Br 


435 


N-(3-chloro-2 l 4-difluorophenyI)-6- 
(methyloxy)-7-{[(4,5 f 5-trimethylmorpholin-2- 
yl)methyl]oxy}quinazolin-4-amine 


\ °)=\ HN— F 
v N — v O— <\ >=< >=< 


436 


(6S)-6-({[4-[(4-bromo-3-chloro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]oxy}methyI)-4-methylpiperazin-2-one 


O. °y=\ HN— ^~ V-Br 
V-NH O-d )=< >=< 
< >" ,/ ^— (\ ,N F CI 

/ 


437 


(6S)-6-({[4-[(3,4-dichloro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazo!in- 
7-yl]oxy}methyl)-4-methylpiperazin-2-one 


O. C \=v HN-^^-CI 

Vnh p— (\ )=< )=< 

< >"' / ^-<\ /N F CI 
/ 


438 


(6S)-6-({[4-[(4-bromo-3-chloro-2- 
fluorophenyl)amino]-6-(methyIoxy)quinazolin- 
7-yl]oxy}methyl)-1,4-dimethylpiperazin-2-one 


o / %\J1 N- 0~ Br 

< >'" / Cj^ F CI 
N — ' N— ^ 
/ 


439 


(6S)-6-({[4-[(3,4-dichIoro-2- 
fluorophenyl)amino]-6-(methyloxy)quinazolin- 
7-yl]oxy}methyl)-1,4-dimethylpiperazin-2-one 


O. / °y=\ HN— ^~V-CI 
y-N O— <\ )=< )=< 
< >"' / ^"<\ Ji F CI 

/ 


440 


N-(4-bromo-3-chlorophenyl)-7- 
{[(Sa'S^R.B'S^a'R)^- 
dimethyltetrahydrospiro[1 ^-dioxolane^,^- 
furop^-blfuranl-e'-ylloxyJ-S- 
(methyloxy)quinazolin-4-amine 




441 


1 ( 4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yI]-5-0-methyl-5-C- 
[(methyloxy)methy1]-L-gIucitol 


1 f-O H „ >=V/ N_ W~ Br 


442 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
ch!orophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-0- 
| (methylsulfonyl)-L-glucitol 


„ r-o H .^^jM^f -8 ' 
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443 


1,4:3 f 6-dianhydro-2-0-[4-[(4-bromo-3- 

ch!orophenyl)amino]-6- 
(methyIoxy)quinazo!in-7-yl]-L-glucitol 


r-O H 0 3=\_X N- Q _Br 


444 


1 l 4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-5-S-methyl-5- 
thio-D-iditol 


/ 


445 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3- 

chlorophenyl)amino]-6- 
(methyioxy)quinazolin-7-yl]-2-deoxy-2- 
morpholin-4-yl-D-iditol 


r o h 0 >=y1 N "0" Br 


446 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-deoxy-2-(4- 
methylpiperazin-1 -yl)-D-iditol 




447 


1,4:3 f 6-dianhydro-5-0-[4-t(4-bromo-3- 

ch!orophenyl)amino]-6- 
(methyloxy)quinazoIin-7-yl]-2-deoxy-2- 
pyrro!idin-1 -yl-D-iditol 


eft 01 


448 


2-0-acetyl-1,4:3,6-dianhydro-5-0-[4-[(4- 
bromo-3-chlorophenyl)amino]-6- 
(methyIoxy)quinazolin-7-yl]-D-iditol 




449 


l^rS^-dianhydr^-O-K-^-bromo-S- 
chlorophenyI)amino]-6- 
(methyloxy)quinazolin-7-yl]-D-iditol 


r O,.H o^Vj" - O -8 ' 

* -J 


450 


1,4:3 l 6-dianhydro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl]-2-deoxy-2- 
(methyisulfonyi)-D-iditol 


r-0 H „3 = V3 N ~ 0~ Br 


451 


2-amino-1 l 4:3,6-dianhydro-5-0-[4-[(4-bromo- 

3-chlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-2-deoxy-D-idltol 
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452 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl]-2-deoxy-2- 
(dim ethylam ino)-D-id itol 


r o.H 0 3 = ^ N- Q^ Br 


453 


1,4:3,6<iianhydro-5<)-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 

(methy!oxy)quinazolin-7-yl]-2-deoxy-2- 
(diethylamino)-D-iditol 


/ 


454 


1 f 4:3,6-dianhydro-5-0-[4-[(4-bromo-3- 

chlorophenyl)amino]-6- 
(methy!oxy)quinazolin-7-yl]-2-deoxy-2- 
piperidin-1 -yl-D-iditol 


/ 


455 


2-(acetylamino)-1 t 4:3,6-dianhydro-5-0-[4-[(4- 

bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yI]-2-deoxy-D-iditol 


H H O-*^ N 


456 


1,4:3,6-dianhydro-2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quina2olin-7-yI]-5-0-methyl-5-C- 
(trifluoromethyl)-L-glucitol 


\ rR> H o-}=V-5 N ~0~ Br 

^ J. H A o-J N 


457 


1,4:3,6-dianhydro-5-0-[4-[(4-bromo-3- 

chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-deoxy-2- 
[(methylsulfonyl)amino]-D-iditoI 


r-o H rt 3=V_!/ N ~ H 0~ Br 
o / v >=< > — \ 


458 


N-(4-bromo-3-chIorophenyl)-6-(methyloxy)-7- 
[(l-methylpyrrolidin-3-yl)oxy]quinazolin-4- 
amine 


N 
I 


459 


N-(4-bromo-3-chlorophenyl)-6-(methyloxy)-7- 
[(3R)-tetrahydrofuran-3-yloxy]quinazolin-4- 
amine 


o 


460 


N-(4-bromo-3-chlorophenyl)-6-(methy!oxy)-7- 
{[(3S,4R)-4-(methyIoxy)tetrahydrofuran-3- 
y|]oxy}quinazolin-4-amine 


< ^=\ HN-^~~\-Br 

o 
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461 


1,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-(6- 
(methyloxy)-4-{[4-(4-methylpiperazin-1- 
yl)phenyl]amino}quinazolin-7-yl)-D-iditol 


/ 


462 


1,4:3,6-dianhydro-2-deoxy-2-fIuoro-5-0-[4- 

{[3-fluoro-4-(4-methylpiperazin-1 - 
yI)phenyi]amino}-6-(methyIoxy)quinazolin-7- 
yl]-D-iditol 


/ 


463 


1,4:3,6Hdianhydro-2-deoxy-5-0-^-{[2,3- 
dichloro-4-(4-methy!piperazin-1 - 
yl)phenyl]amino}-6-(methyloxy)quinazolin-7- 
yl]-2-fluoro-D-iditol 


/ CI CI 


464 


1,4:3,6-dianhydro-2-deoxy-5-0-[4-{[3,4- 
dichloro-2-(4-methy!piperazin-1- 
yI)phenyl]amino}-6-(methyloxy)quinazolin-7- 
yI]-2-fluoro-D-iditol 


/ ^ — N CI 


465 


1,4:3,6-dianhydrch2-0-[4-[(4-bromo-3- 
chlorophenyl)amino]-6- 
(methyloxy)quinazo!in-7-yl]-5-C- 
(trifluoromethyl)-D-glucltoI 


r q> H n-}=\-5 N_< Q~ Br 

HO/,,jf >0 0 ~\ /=\ > ~ \ 


466 


(3,4-dichlorophenyl)[6-(methyloxy)-7-({[4- 
(tetrahydrofuran-2-ylmethyl)-1 ,4-oxazepan-2- 
yl]methyl}oxy)quinazolin -4-amine 


Q-a 



58. A pharmaceutical composition comprising a compound according to any one of 
claims 1-57 and a pharmaceutically acceptable carrier. 

59. A metabolite of the compound or the pharmaceutical composition according to any 
one of claims 1-58. 

60. A method of modulating the in vivo activity of a kinase, the method comprising 
administering to a subject an effective amount of the compound or the pharmceutical 
composition according to any of claims 1-58. 

61. The method according to claim 60, wherein the kinase is selected from ephrin and 
EGFR. 
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62. A method of modulating the in vivo activity of a plurality of kinases, the method 
comprising administering to a subject an effective amount of the compound or the 
pharmceutical composition according to any of claims 1-58. 

63. The method according to claim 62, wherein the plurality of kinases comprises at 
least one of ephrin and EGFR. 

64. The method according to claim 61, wherein modulating the in vivo activity of the 
kinase comprises inhibition of said kinase. 

65. The method according to claim 63, wherein modulating the in vivo activity of the 
plurality of kinases comprises inhibition of at least one of ephrin and EGFR. 

66. A method of treating a disease or a disorder associated with at least one of 
uncontrolled cellular activities, abnormal cellular activities, and unwanted cellular 
activities; the method comprising administering, to a mammal in need thereof, a 
therapeutically effective amount of the compound or the pharmceutical composition as 
described in any one of claims 1-58. 
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